KPATKA XAPAKTEPUCTUKA HA TIPOJAYKTA

1. HNME HA JIEKAPTCBEHUS IMTPOAYKT

Pomazuk 15 mg dummupann TabieTku
Pomaszuk 30 mg ¢puimupanu TabneTku

Romazic 15 mg film-coated tablets
Romazic 30 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Pomasuk 15 mg ¢puamupanu TabiaeTku: Besika Tabnerka chabpxa 15 mg posyBacrarun (rosuvastatin),
(kaTo po3yBacTaTHH Kauii), (as rosuvastatin calcium).
Pomasux 30 mg ¢pumupanu TabiaeTku: Besika Tabnerka cpabpxa 30 mg posyBacraruH (rosuvastatin),
(kaTo po3yBacTaTHH KaJluii), (s rosuvastatin calcium).

Romazic 15 mg film-coated tablets:
HOMOI_LIHO BCIICCTBO C U3BECCTHO I[ef/iCTBPIe: JIAKTO3a MOHOXHJpAT.

Pomaszuk 30 mg ¢punmmMupanu TabIeTKA:
IToMOIIIHO BEIIECTBO C M3BECTHO AEHCTBUE: JAKTO3a MOHOXHUIPAT.

Pomazuk 15 mg dunvupanu tabieTku: Besika TabieTka chabpka 124,717 MQ nakro3a MOHOXHUIPAT
Pomazuk 30 mg ¢punmupanu TabneTku: Besika TadieTka chabppxka 249,435 mg nakTo3a MOHOXHIPAT

3a IBJIHHUA CIIMCHK HA ITIOMOIIHHATE BEIECTBA BIUKTE TOUKa 6.1

3. JIEKAPCTBEHA ®OPMA
Ounmupana TadneTka

Pomasuk 15 mg ¢punmMupanu TabneTky: 0e/id Wik HOYTH O€Jid, MPOIBJITOBATH U IBOMHOU3IIbKHAIIN
¢unmupanu TabneTKy, rpaBupany ¢ 15”7 oT enqHarta cTpaHa.

Pomazuk 30 mg ¢punmupanu tabiaeTku: OenH WK MOYTH O, IPOABITOBATH U IBOMHOM3ITEKHAIIN
¢unMupann TabneTku, rpaBupanu ¢ 307 OT eHaTa CTpaHa ¥ ¢ AeTUTeNIHa YepTa OT ApyTraTa.
Tabnerkara Mosxe 1a ObJie pa3jielicHa Ha PaBHH JIO3H.

4, KJIWMHUYHU JAHHU
4.1 TepaneBTUYHHU MOKA3ZAHUS

JleyeHre Ha XUTIEPXOJIECTEPOIEMHUS

Bb3pacTHu, Mitafie:xku U Jiena Ha WK HaJl 6-TOJIUIIIHA Bh3PACT C MbPBUYHA XUTIEPXOJIECTEPOICMHUS
(tum 11a) mmm cmecena mucaunuaemus (tut 1Ib) karo mob6aBka KbM queTara, KOraTo pe3yyiTaThbT OT
JUeTaTa v Jpyru HeapMaKoIOTHYHU MEPKU (Harp. GU3NUECKUTE YIIPAXKHEHUS, HAMAJIIBaHE Ha
TETJIOTO) HE € 3aJJ0OBOJIUTEIICH.

Bb3pacTHy, MIaieky U Jena Ha WK Haj 6-ToUIITHA BB3PACT C XOMO3UIOTHA (haMUITHA
XHUIIEPXO0JIECTEPOJIEMUS KaTo 00aBKa KbM JIMETaTa, KAKTO U C IPYTO JIUIUIOIOHMKABAIIO JICUCHUE
(mamp. LDL adepesa) wim korato ToBa JIeUCHUE HE € TIOXOISAIIO.

I[IpodunakTrka Ha CHPASYHOCHIOBY MHIIMICHTH




[MpodunakTrka Ha 3HAYUMH CHPICYHOCHIOBH MHIIMICHTH IIPYU NMAIMEHTH, KOUTO C€ 0OYaKBa J1a UMatT
BUCOK PHCK 32 ITbPBH CHPJICYHOCHI0B HHIMACHT (BXK. ToUKa 5.1), KaTo TOMBbIHEHHE KbM KOPHTHPaHE
Ha JPYTH PUCKOBHU (HaKTOPH.

4.2 J103MpoBKA M HAYWH HA MPUJIOKEHUE

[Ipenu 3ano4yBaHe Ha JICYCHUETO, MAIUCHTHT TPSAOBA J1a O'bJIC TOCTABEH HA CTAHIAPTHA XOJIECTEPOII-
MTOHIKABAIa JUeTa, KOSITO TPAOBa 1a MPOIBIDKH U 10 BpeMe Ha JiedeHueTo. Jlo3aTta TpsOBa aa ce
WHIUBUIyaTU3Upa B 3aBUCUMOCT OT IIeJITa Ha JICYEHUETO U OTTOBOPA Ha MAIlMeHTa, KaTo Ce U3MO0JI3BaT
aKTyaTHATE KOHCEHCYCHH TPEMOPHKH.

Pomasuk Moxe a ce mpuema 1o BCSIKO BpeMe Ha JIeHs, ¢ Win 0e3 XpaHa.

JleyeHue Ha XUMEPXOJIECTEPOICMHUS

[Ipenoprunrennara HayanHa 1032 € 5 Mg mnn 10 My nepopanHo BeIHBK JHEBHO, KAKTO MPH
MalKUeHTH, KOUTO HE ca MpUeMalli CTaTUHH, Taka U NP IpeMUHaBaHe OT Apyr uaxubutop Ha HMG-
CoA penykrazata. M300pbT Ha HaUaIHA J103a 3aBUCH OT HUBOTO Ha CEPYMHHUSI XOJIECTEPOI, ObICTITHS
CHPIEYHOCHIOB PUCK U TTIOTCHLIUAIHHS PUCK OT M05IBa HA HEXKEJIaHU JICKapCTBEHU PeakHH (BXK. 1MO-
noiry). [Ipu He0OX0IUMOCT T03aTa MOKE Jla c€ KOPUTHpa KaTo ciied 4 CeAMUIIN ce TPEMUHE Ha
CIIEIBAIIOTO /1030BO HUBO (BK. Touka 5.1). [Ipensun noBuieHaTa yecToTa Ha JOKJIaABaHE Ha
HEe)XeJIaHW peakIiu mpu go3a oT 40 My B cpaBHEHUE € TIO-HUCKUTE 03U (BXK. ToUKa 4.8), MOCIe HO
TUTpUpaHe 10 xo3a 30 My win 10 MakcuMmanHara 1o3a oT 40 mg TpsOBa 1a ce npennpruemMa camo IpH
MAIMEHTH C TEXKKa XUIIEPXO0JIECTEPOIEMHs C BUCOK CHPACYHOCHA0B PUCK (0c0OeHO Te3u ¢ paMuiiHa
XHIIEPXOJIECTEPOITIEMUs), KOUTO HE JOCTUraT MPULETHUTE HUIIA Ha XOJIECTEPOIIa IIPH JICUEHHE C

20 mg 1 mpu KOWTO LIe ce MPOBEXKIa PYTHHHO NpOCTesIBaHe B X0/1a Ha JICUEHUETO (BXK. ToUKa 4.4).
[Ipu 3amouBane Ha jgedenue ¢ 30 mg mwm 40 My ce mpermopbyUBa MOCTOSHHO HAOIOeHUE Ha ITallHeHTa
OT CIIELHAJIHCT.

[podunakTrika Ha CbPACYHOCHIOBU UHIIUICHTH
B npoyuBaHe 32 HamaJsIBaHE HA PHUCKA OT ChPJCYHOCHIOBU MHITUICHTH, U3II0JI3BaHATA /1032 ¢ OHJIa
20 mg aueBHO (BX. Touka 5.1).

THeouampuuna nonyrayus
YmoTpebara npu Aera TpsAOBa Aa ce MPOBEXKIa CaMO OT CIICIIHATIUCTH.

Jlema 1 Mimagexxu Ha Be3pact 6 1o 17 roaguau (cramguii <II-V mo Tauep)

XeTepo3nuroTHa haMHIHa XUTIEPX0JIECTEPOIEMHUSI
[Tpu nena u MIagekKH ¢ XeTepO3UTroTHA (paMHITHA XUIIEPXOJIECTEepOIeMHsi OOMYaiiHaTa HaYallHa 1032 €
5 My AHEBHO.

e [Ipu geua ot 6 10 9-TomUIIHA BB3PACT C XETEPO3IUTOTHA (PaMUITHA XUIIEPXOIIECTEPOTICMUS
oOunuaiiHusa o0xBart Ha mo3ata € 5-10 Mg nepopaiHo BeIHBK AHEBHO. be3onmacHocTTa
eduKacHOCTTa Ha 71034 No-TosieMu oT 10 Mg He ca mpoy4YBaHM NPH Ta3M MOIYJIALHSL.

e [Ipu gena ot 10 10 17-ToaumiHa BB3pacT ¢ XETEPO3UTOTHA (PaMIITHA XUIIEPXOICCTEPOICMUS
oOunuyaiinus 00XBar Ha J1o3ata ¢ 5-20 Mg nepopaiHo BeIHBXK JHEBHO. be3onacHocTTa u
edukacHoCTTa Ha 1031 TO-rojeMu oT 20 MQ He ca MPOYYBaHMU IIPH Ta3H MOITyJIALHSL.

Tps0Ba 1a ce mpoBekKaa TUTPUPAHE IO MaKCUMaTHaTa 103a ot 20 My JHEBHO, CHIIACHO
UHAUBUAYAJTHHUA OTTOBOP YU MOHOCUMOCT Ha NEAUATPUIHUTE MMAIUCHTU, KaKTO CC IMPEIOpHYBa B
MIPETIOPHKUTE 32 JieueHne Ha Aerna (Bk. Touka 4.4). [lemara u MianexuTe TpsIOBa /1a ce MOAI0KaT Ha
CTaHJapTHA XO0JIECTEPOJI-TIOHM)KABAIl[a IUeTa MPeIu /1a Ce 3all0YHe JIeYeHHE C pO3yBaCTaTHH; Ta3H
neTa TpsOBa 1a MPOABIKHU 110 BpeMe Ha JISIEHHUETO C pO3yBaCTaTHH

X0oMO03HUroTHa (haMHIHA XUIIEPXOJIECTEPOICMHS

ITpu nena u Miaagexu Ha Bb3pacT 6 10 17 roAMHN ¢ XOMO3UroTHA (haMUITHA XUTIEPXO0JIECTEPOIICMUS
npenopbYBaHaTa MakcMaiHa go3a ¢ 20 Mg THeBHO.

Havannata no3a e 5-10 mg nepopajiHO BEJHBK JTHEBHO B 3aBHCHMOCT OT Bb3PacTTa, TEriIoTO U
MPEAMIECTBAIINS CTaTHH.




TutpupaneTo 1o MakcuMaiaHarta m03a ot 20 My THEBHO TPsAOBa /1a ce TIPOBEX A CHIIIACHO
WHIMBUAYATHHUS OTTOBOP M MOHOCUMOCT Ha NMEAUATPUYHUTE NAlUEHTH, KaKTO CE IPENophuBa B
MIPEeTOpBKUTE 3a JIeueHue Ha Jena (Bx. Touka 4.4). [lenara u Mianexure TpsOBa a ce MOJI0KaT Ha
CTaH/JapTHA XOJIECTEPOJI-TIOHIKaBAalla JUeTa IPEIH Ja ce 3alouHe JeUCHUE C PO3yBacTaTHH; IueTaTa
TpsiOBa J1a ce MPOIBIKY 110 BpEMe Ha JICYEHUETO C PO3YBACTATHH.

OnuThT NpU Ta3u NOMyJalus ¢ 103U, pa3iudHu oT 20 My € OrpaHuyeH.

Hoszu ot 30 mg u 40 mg po3yBacTaTUH He ca MOAXOIAINH JIa YIOTpeda NpH MeAuaTpuIHH MallHeHTH.

Jlema mo-Mayiku OT 6 TOJIUHHU
besonacHocTTa M1 epuKacCHOCTTA Ha ynoTpedara MmpH Jera mo-MaJIki OT 6 TOAWMHH HE ca MPOYYBaHH.
CrnenoBarenHo Poma3suk He ce mpernophyBa 3a ynorpeda mpu Jiena no-Majiky oT 6 TOIUHH.

Ynorpeba npu HanueHTH B cTapyecka Bb3pacT
[IpenopruntennaTa HadaaHa 1032 MU nanueHTy > 70 roauirHa BB3pacT € 5 Mg (Bx. Touka 4.4). He e
HE00X0JMMO APYro KOPUTHpaHe Ha JIO3UPOBKATa B 3aBUCUMOCT OT Bh3pacTTa.

Jlo3upaHe npy nanueHTu ¢ Ob0pedHa HeAOCTaThUHOCT:

He e HeoOxo1iMa KOpeKIHs Ha J103aTa NPH IMAIUESHTH C JIEKO JI0 YMEPEHO yBpeXJaHe Ha ObOpeuHara
¢bynkims. [Ipu nammeHTH ¢ ymMepeHo yBpek/IaHe penopbunTeIHaTa HayaiHa J103a € 5 My Ha
OvOpeunara GpyHkuus (KpeaTuHUHOB KiupbHC < 60 mI/min). To3u ot 30 mg u 40 mg ca
NPOTUBOINOKA3aHU IIPH MAIMEHTH C YMEPEHO YBpeXaaHe Ha ObOpeuHara GpyHkuus. Yrnorpebara Ha
pO3yBacTaTHH NPH MAMEHTH C TEXKO YBpeXIaHe Ha ObOpedHara GyHKIUS € IPOTHBOMOKAa3aHa 3a
BCHUYKH JTO3UPOBKH (BX. Toukn 4.3 1 5.2)

Jlo3vpaHe npy NalMeHTH ¢ YBpeXIaHe Ha YepHoApoOHaTa QyHKIHS:

He e nabmonaBana moBuieHa CHCTEMHA €KCIIO3UIMS Ha PO3YBAaCTATHH IPH MALIMEHTH C OLEHKA MO
ckanara Ha Child-Pugh, paBHa Ha 7 nnm mo-Hucka. Beipekn ToBa MOBHUIIEHA CHCTEMHA €KCIIO3UITHS €
Ha0Ir01aBaHa IpH MalUeHTH ¢ oleHKa o ckanata Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). [Ipu Te3n
MIAIMEeHTH TPsIOBa J1a ce MpeanpreMe 1 olleHKa Ha Ob0pedynara GyHKIws (Bxk. Touka 4.4). JIuncea
OTIUT IIPY MALMEHTH ¢ olleHKa 1o ckajiara Ha Child-Pugh nax 9. Po3yBactaTH e mpoTHBONOKAa3aH MpH
MAI[MEeHTH C aKTHUBHO YepHOAPOOHO 3abo0saBane (BXK. Touka 4.3).

Paca

[Tpu marueHTH OT a3UATCKU MPOU3XO/ € HAOF01aBaHa TIOBHIIIEHA CUCTEMHA EKCITO3UIIHS (BXK.
touku 4.3, 4.4 u 5.2). [IpenopbyBaHata HayaslHa J03a [PU MAIIMEHTH OT a3HATCKH MPOU3XO0 € 5 My.
[Ipu te3u nanuentu no3u ot 30 Mg u 40 Mg ca NPOTUBONOKA3aHU.

I'enernyeH moauMopGhHU3BEM

N3BecTHO e, 4e crienu(UIHU TUTIOBE HA PTEHETHYEH MOJIUMOP(HU3BM MOTaT Jia IOBE/IAT JI0 MIOBHUIIICHA
eKCITO3HITHS Ha po3yBacTaThH (BXK. Touka 5.2). 3a maleHTH, 3a KOUTO € U3BECTHO, Y€ UMar
crenu(UYeH TUI FTeHETHYCH MOJIMMOP(U3BM, CE MPEIOPHYUBA MO-HUCKA 71032 PO3YBACTaTHH.

Jlo3upaHe mpy NalKeHTH, NPEeAPasnoI0kKEeH! KbM Pa3BUTHE HA MUOTIATHS

[pu manuenTy ¢ npeapasnonarany GakTopy 3a pa3BUTHE Ha MUOTIATHS TIPENOPHUNTETHATA HaYaTHA
no3a e 5 mg (Bx. Touka 4.4).

[Ipu HIKOM OT TE3W MAIUEHTH € TMPOTUBOTIOKA3aHO MPHUIIOKEHHETO Ha 1o3u oT 30 mg u 40 mg (Bxk.
Touka 4.3).

ChObpTCTBAIA TEpaNus

PosyBacratun e cyocTpaT Ha pasiudan Tpacnoptau nporennn (Hamp. OATP1B1 u BCRP). Puckbr
OT MHONATH (BKIIOUUTEIHO pabJOMHOIIN3a) CE TIOBHUILABA, KOTaTO PO3yBACTATUH € IPHIIOKEH
€THOBPEMEHHO C HAKOW MEAMIIMHCKY MPOAYKTH, KOUTO MOTAT Ja MOBHIIAT [Ia3MEeHaTa My
KOHIIGHTpalMs NOPagy B3aUMOJACHCTBHIE C T€3H TPAHCIIOPTHU MPOTEHHHU (HAP. HUKIOCIIOPHH U HAKOU
MPOTea3HN HHXUONUTOPH, BKIIOUYNTETHO KOMOMHALIMK OT PUTOHABHD W aTa3aHaBHP, JIONIMHABHP W/HITU
TUTNpaHaBup; BxkTe Touku 4.4. 1 4.5). Koraro e Bs3M0xHO TpsiOBa Jja ce 00CHIU anTepHATHBHO
JICYCHHE U aKO € HEOOXOIMMO, Jia e MPEKPaTH BPEMEHHO JICYCHUETO C PO3yBacTaTuH. B cioyyan,
KOTaTo €HOBPEMEHHOTO IpWJIaraHe Ha Te3U MEJULMHCKH IIPOAYKTH C PO3YBaCTaTHH € HEN30eKHO,




TpssOBa BHUMATEIHO J1a C€ MPELEHH ChOTHOMIEHUETO 110J13a/PUCK OT SJHOBPEMEHHOTO JICYCHHE U
JIO3MPAHETO Ha PO3yBacTaTUH (BK. Touka 4.5).

4.3 IIpoTuBonokazanus

PozyBactaTuH e mpoTHBOIOKAa3aH:

® TIpY NAIMEHTH ChC CBPBXUYBCTBUTEIHOCT KbM PO3YBACTATHH WM KBbM HSIKOE OT IIOMOIITHUTE
BEIIEeCTBa, U30POCHU B TOUKA 6.1.

® [IpH NAMEHTH C aKTUBHO YEPHOAPOOHO 3a00sIBaHE, BKIIIOYUTETHO HEYTOYHEHO,
MPOABIDKUTEIHO TIOKAYBaHE Ha CEPYMHHUTE TPAHCAMHHA3U M BCSAKO IMTOKAYBaHE HA CEpyMHa
TpaHCaMHHa3a TPH IIbTH HaJ ropHata pedepentna rpanuia (ULN).

e [IpHW MAIMCHTH C TEXKO YBpeXxAaHe Ha ObOpeunara GyHKIHS (KpEaTHHUHOB KIMPHHC
< 30 ml/min)

® TIpU NAIMEeHTH C MUOTIATHUS
MIpH MAI[UEHTH, IPUEMAIH €THOBPEMEHHO ITUKIIOCTIOPHH

® 110 BpeMe Ha OpPEMEHHOCT, KbPMEHE U TIPH KEHHU B JITEPOHA B3PACT, KOUTO HE U3MOI3BAT
MOIXOAAIIN KOHTPALETITUBHY CPEACTBA

Hoszu ot 30 mg u 40 Mg ca mpoTUBONOKA3aHH MIPY MALUEHTH C Ipeapasnoiarauy GaxkTopu 3a
pa3BUTHE Ha MUOTIATHUS/PabJOMUOIH3A.
Taxua akropu ca:

e  yMEpeHO IO CTEeNEH yBpexkaaHe Ha ObOpeunara GpyHKIus (KpEaTHHUHOB KIUPBHC

< 60 ml/min)

®  XUIOTHPEOUIU3IBM
JTMYHA WK GaMuIHa aHaMHe3a 32 HAaCJIeACTBEHH MYCKYJIHH 3a00JIsIBaHUS
aHaMHe3a 3a MMPOsBa Ha MYCKYJIHA TOKCHYHOCT KbM ApyT uaxuburop Ha HMG-CoA
penykTazara win ¢pudpar
370ynoTpeda ¢ aIKoXoJ
CHUTYalLluH, IPY KOUTO MOXKeE Ja ce HaOIro1aBa MOBHILABAHE HA IJIA3MEHNUTE HUBA
MAIIUEHTH C a3UaTCKH MTPOU3XO.T

®  CBIIBTCTBANIO MPHIOXKEHUE Ha HUOpaTH.
(Bmxre Touku 4.4, 4.5 1 5.2).

4.4 CrnenuajaHu npeaynpexIeHus 1 NpeanasHd MepKu npu ynorpeda

B HsKOJIKO citydas ce cho0IIaBa, ue CTaTUHUTE HHIYLUpaT de NOVO WM BIOIIAaBaT Beue
CBIIECTBYBaIlla MHACTEHHUS TPABUC MIIM OYHA MUacTeHus (BX. Touka 4.8). [Ipunoxenuero Ha Pomazuk
Tpsi0Ba J1a ce cIpe B Clly4yail Ha BJIOlIaBaHe HAa cuMnTomure. Mima cho0meHus 3a peuaus npu
(MOBTOPHO) MpMIIaraHe Ha ChINUS WM Pa3idueH CTaTHH.

Bnusnue Bpxy 0b0penute

[Ipu manmenTy, TeKyBaHH C MO-BHCOKH JI03M PO3YyBacTaThH, Mo-KoHKpeTHO 40 M(, e HabmogaBana
MPOTEUHYPHS, YCTAHOBEHA IPH U3CJICABAHE C TECT-JIEHTH, C IPEAUMHO TyOyJIeH IPOU3X0/ U B
[IOBEYETO CIIy4au ¢ NPEXO0JIeH WIX HHTEPMUTEHTEH Xapakrep. Hsima nanHu nanu nporenHypusTa uMa
MPOTHOCTHYEH XapaKkTep 3a OCTPO WK MPOrpecHBHO OBOpevYHO 3abomsiBane (BXkK. Touka 4.8).
JloknaaBanaTta 4ecToTa Ha CEpHO3HU OBOPEYHH YBpPEIHU MPH MOCTMAPKETHHTOBaTa yrorpeda ¢ 1mo-
BHCOKa IpH o3upoBka ot 40 mg. Ilo Bpeme Ha pyTHHHOTO MpOCIeAsBaHE Ha MAMEHTH, O0MYaiiHO
Tperupanu ¢ 1o3u ot 30 mg u 40 mg, TpsiOBa Ja ce MpaBu U OlieHKa Ha ObOpeuHaTa (HYHKIIHSL.

BrmsiHue BBPXY CKelleTHaTa MyCKyJIaTypa

CrobmaBanu ca eeKTH BbPXY CKeJIeTHaTa MyCKyJaTypa B TOBa YHMCIIO MUAIITHS, MUOTIATHS U PSIAKO
pabaomMuonIn3a pyu MPHUII0KEHUE HAa BCUYKH JO30BU PEKUMH C PO3YBACTaTHH, 0COOCHO MPH A03U HaJ
20 mg.

MHoro psiKo ca choOIIaBaH! CiTydad Ha pabJOMHOJIN3a IPH yHOTpeOa Ha e3eTUMUO B KOMOMHALMS C
naxuourop Ha HMG-COoA penykrazata. He Moxe ma 0b1e H3KIIIOUEHO (hapMaKoTHHAMIIHO
B3auMojieiicTBHE (BXK. TOUKa 4.5) U ¢ He0OX0ANMO BHUMAaHKE NPYU KOMOMHUPAHOTO UM IIpHJIaraHe.




KakTto npu apyrute naxuburopu Ha HMG-COA penykrazara, J0oKjaaBaHaTa 4eCTOTa Ha
pabmomuonm3a, CBbp3aHa C po3yBacTaTHH IO BpeMe Ha IMOCTMapKETHHIOBaTa yroTpeda € mo-BHCOKa
pu qo3upoBka ot 40 mg.

Uscnedsane na kpeamunkunasama

Kpearnakunazata (CK) He TpssOBa 1a ce u3ciensa cien (GU3NIecko HaToOBapBaHe WIH MTPH HATHIHE HA
Jpyra npaBaonoao0Ha mpuyuHa 3a yeennuenue Ha CK, KosITo MOKe Jia 3aTpyJHH UHTEepIpeTaIisITa
Ha pesynraTta. Ako HHBOTO Ha CK € 3HaunTenHO MoBUIIEHO HA U3XOAHO HUBO (> 5 MHTH HaJ TOpHATA
pedepeHTHa rpaHuIa), TpsOBa J1a Ce U3BBPIIU MOBTOPEH TECT 3a NOTBHPIKIABAHE B PAMKHUTE Ha

5-7 nau. Axo ce moTBbpau m3xoaHoTo HUBO Ha CK > 5 et Ham ULN, neuenueTo He TpsiOBa ma ce
3arovga.

Ilpedu neuenuemo
Kakro u npyru uaxuburopu Ha HMG-COA penykrazata, po3yBacTaTHH TpsOBa Ja 0bJie penucBaH
¢ 0co0eHO BHUMAaHHE NPHU MALMEHTH, 38 KOUTO ca Hanuie (akTopH, NpeApasnoiaraiy pa3BuTue Ha
Muomnarus / padaomuonusa. TakuBa GpakTopu ca:
*  yBpexnaHe Ha ObOpeuHaTa QyHKUUSI
*  XUIOTHPEOUTUIBM
*  JMYyHa WK GaMUIIHA aHaMHe3a 3a HacJEeCTBEHO MYCKYJIHO HapyIeHUE
* aHaMHe3a 3a MMPOsBa HAa MYCKYJIHA TOKCHYHOCT KbM Apyr uaxuourop Ha HMG-CoA
penykTazara win ¢pudpar
*  3J0ynoTpeda ¢ aIKOXOJ
* BB3pacT HaxA 70 roguHu
*  CHUTYyallHH, IIpH KOUTO MOKE JIa ce HaOJI0/1aBa TIOBUINIABaHe Ha TUIa3MEHUTE HUBA
(Bx.Touku 4.2, 4.5 1 5.2)
*  CBHIIBTCTBAIIO MPHUJIOKEHUE Ha pudpaTH
[Ipy TakuBa NaLMEHTH PUCKBT OT JICUCHUETO TPSAOBaA Ja ce ChoOpa3u ¢ Bb3MOXKHATA 1107133, KaTo Ce
NpenopbyBa KIMHUYHO HabroneHne. Ako u3xoaHoto HUBO Ha CK e 3HaunTeHO MOBUIIEHO
(> 5 mpTH Hax ropHaTa pepepeHTHa IPaHMIIA), JEYEHHETO HE TPSAOBa J1a 3aI09Ba.
Hoszu ot 30 mg u 40 Mg ca mpoTUBONOKA3aHH MIPU MALMEHTH € Tpeapas3noiarauy GaKTopu 3a
pa3BuTHE Ha MUOTIATHs/pabpomuonm3a. Bikre Touka 4.3.

Ilo epeme na nevenuemo

[NanmentuTe TpsiOBa na ObOAT MpeayNpeaeHU He3a0aBHO Ja ChOOLIABAT 3a MOsIBaTa HA HEOOSICHUMU
MYCKYJIHU OOJIKH, ycellaHe 3a cabocT WM KpaMITH, 0COOSHO aKo ca CBhP3aHU C HEPa3IOJI0KECHUE
i Gedpunuret. [Ipu Te3n manuentu TpsiOBa na ce u3cnensa HuBoTo Ha CK. Tepanusta TpsOBa na ce
npekpary, ako HuBoTo Ha CK e 3Haunrenno nosumeno (> 5 ety Hag ULN) nnm myckynanTe
CHMIITOMH €a TE€XKH U NPUYUHSBAT TUCKOM(OPT 10 BpeMe Ha oOnyaiiHaTa akTUBHOCT (OpU HUBOTO
na CK nma e <5 metrt Ham ULN). Ako cumnromute n3desnat u HuBoTo Ha CK ce Hopmamusupa, Moke
Jla ce IMIOMUCJIY 32 Bb300OHOBSIBaHE HA JICYEHHETO C PO3YBACTATHH WIIH C aJITEPHATUBEH UHXHUOUTOD Ha
HMG-CoA penykrasara, npuiarad noj HaOroIeHHe B Hall-HHUCKA J103a. PyTHHHOTO MOHUTOpUpaHe
Ha HuBOoTO Ha CK npu nanueHTr 6€3 CUMITOMHU HE € OCHOBATENHO. MHOTO psAKO UMa ChOOIIEHHS 32
UMyHOMeaAnupaHa HekpoTmsupama muonarus (MMHM) no Bpeme Ha WM clies JeYeHne ChC CTaTUHH,
BKJIIOUHTENTHO po3yBactaTuH. UMHM ce xapakTepr3upa KIHHUIHO ChC CIA00CT Ha IPOKCHMAaITHATA
MYCKyJIaTypa U OBHIIIEHa CepyMHa KpeaTHHHHKHNHA3a, KOETO MPOIbJKaBa BbIIPEKH MpeKpaTsBaHe Ha
JIEYCHUETO ChC CTaTHH.

Ilo BpeMe Ha KIMHUYHUTE U3NUTBAHKS IPU MaJKaTa Ipylia NaueHTH, TP KOUTO pO3yBaCTaTHH €
MpUIarad CbC ChIIBTCTBALIO JICYEHHE HE Ca IMOyuYeHH JaHHH 32 YBeJINYaBaHe Ha e(peKTUTe BPXY
CKEJICTHaTa MyCKyJaTypa, Y BeIMYeHUE Ha YeCTOTaTa HA MUO3UT U MUOIIATHA € HaOJII0AaBaHO oOaye
MIpY MAIUEeHTH, pueManty 1pyru naxuoutopu Ha HMG-COA pemykTa3aTa 3a€JHO C POW3BOIHU Ha
¢ubprHOBaTa KHCENNHA, BKIFOUBAIIA TeM(pUOPO3WIL, IIUKIOCIOPHH, HHKOTUHOBA KUCEIMHA, a30JI0BH
AQHTUMHUKOTHUIIM, TPOTEa3HU MHXUOUTOPU U MaKpOIUAHN aHTHOMOTHIH. | emduOpo3un nosuirasa
pUCKa OT NOsIBaTa Ha MUOMATHS, aKO c€ IpUeMa eTHOBpEeMEHHO ¢ Hsikon nHxubuTopu Ha HMG-CoA
penykrazara. [lopanu ToBa koMOMHaLMATa MEKAY pO3yBacTaTHH U reM(puOpo3ui He €
npenopbunrtenHa. [lon3ara ot JOMBIHUTETHO TOHMKABAHE HA JIMITUIHUTE HUBA B pE3yNTar OT
KOMOMHHMPaHOTO NpHEMaHe Ha PO3yBacTaTHH ¢ (puOpaTy WM HUALMH TPsiOBa 1a Obie BHUMATEITHO



MPELICHEHA CITPSIMO MOTEHIHAIHUS PUCK OT 10100HN KoMOuHarmu. [Ipu mo3u ot 30 mg u 40 mg
CBITBTCTBAIOTO JIeueHHe ¢ GUOpaTu € MPOTUBOTIOKA3aHO (BXK. TOUkH 4.5 1 4.8).

Pomasuk He TpsOBa a ce mpuiiara eTHOBPEMEHHO ChC CUCTEMHO JIeUeHHE ¢ (y3HI0Ba KUCETMHA HITH
B 7'):[HeBeH nepunoa Cjica CoupaHeTo My. HpI/I MagyueHTH, IMPU KOUTO CUCTEMHOTO M3II0JI3BAHC HA
(hy3uaoBa KrucenvHa € abCOIOTHO HEOOX0IMMO, JIEYEHHETO ChC CTATUHH TPSIOBa Ja ce MpeKpaTH 1o
BpeMe Ha JISYeHUETO che (y3UI0Ba KUcenuHa. JlokIaaBaHu ca cirydan Ha pabaomMuonu3a (BKII. HIKOU
(baranH) pU MAIMEHTH, MOTyYaBali B KOMOUHAIMSA (y3U10Ba KHCEINHA M CTAaTHHH (BXK. TOYKA
4.5). TTarnenTuTe TPsAOBA 1a OBAAT MOCHBETBAHMU J1a TIOTHPCAT MEIUIIMHCKA KOHCY/ITAIIHMS BEHATa,
aKo MOYYBCTBAT CHMITOMH Ha MYCKYJIHa cl1aboCT, 00JIKA HIIH 4YBCTBHTEITHOCT.

JledyeHneTo ChC CTATUH MOJKE J1a ObJIe 3aII0YHATO OTHOBO CelIeM JTHHU Clie/l TIOCIeAHaTa 103a (y3unoBa
KHCEITUHA.

[Tpu U3KITIOYUTEITHU OOCTOSATENCTBA, KOTaTO € HE00XO0MMO NPOIBIKUTETHO CUCTEMHO JICUCHUE C
(dy3u10Ba KUCEIIMHA, HAMIP. 32 JICYCHHE HA TeKKU UHPEKIHH, HEOOXOMMOCTTA OT €HOBPEMEHHO
npunarane Ha Pomasuk u ¢py3umoBa kucennHa TpsOBa fa ce MpereHsBa 3a BCEKH OTACIICH Clydail u
TOJT CTPOTO JIEKAPCKO HAOIIOICHHE.

PosyBacrarun He TpsOBa 1a ce yrmoTpeOsBa Mpu MAIIMEHTH C OCTPH, CEPUO3HU CHCTOSHHS,
MTOKA3aTeNHU 33 MUOTIATHS WJIH TIPepa3oiaraiiy KbM pa3BUTHE Ha ObOpeYHa HeOCTaTBYHOCT
BCJIC/ICTBUE pabIoMHOM3a (HATIP. CETICUC, XUTIOTECH3MUs, FOJIIMa OTIepalys, TpaBMa, TeHKKH
MeTaOO0JINTHY, EHJIOKPUHHH U €JIEKTPOJIUTHU HAPYIIEHHUS U HEKOHTPOJIUPAHU I'bPUOBE).

BnusiHue BepXy depHus Apo6

Kakro npu apyru naxudutopu Ha HMG-COA penykrasara, po3yBacTaTuH TpsiOBa Jia ce puiiara
BHUMATEJIHO IPY MALMEHTH, KOUTO NMPUEMAT I'OJIIMO KOIMYECTBO aJIKOXOJI W/WIIM UMaT aHaMHe3a 3a
3a00J1sBaHe HA YepHUS Opo0.

[IpenopbunTenHo € 1a ce HAalpaBAT U3CIeIBAaHM 3a OLIEHKA Ha (PyHKIMsTA HAa YepHUS Ipob mpeau u 3
Mecela cje]] 3amouBaHe Ha JieueHneTo. PosyBacraruH Tpsa0OBa na Oblie MpeyCTaHOBEH MU J03aTa
TpsiOBa 1a ObJle HaMaJIeHa, aKO HUBOTO HAa CEPYMHHUTE TPaHCAMHHA3U HAJBHUILABA 3 IIbTHU TOpHATa
pedepentHa rpannua. Cro0IIeHaTa 4eCTOTa Ha CEPUO3HU HEXEJIaHW PEAaKIMH OT CTPaHa Ha YEPHUS
Ipo0, (CHCTOSIIN Ce OCHOBHO B YBEIIMUYCHH TPAaHCAMHHA3H) 10 BpeMe Ha MOCTMAapPKETHHTOBaTA
ynoTrpeba e mo-Bucoka mnpu jo3ata ot 40 mg.

[Tpu manmeHTH ¢ BTOPUYHA XUIIEPXOJIECTEPOIEMUSL, IPHIMHEHA OT XUIIOTHPEOHIU3bM I
HEeQpPOTHUYEH CHHIPOM, OCHOBHOTO 3a00JIsiBaHe TPsIOBa J1a ce JISKyBa NPe/Iv 3all04BaHe Ha JICYEHHE C
po3yBacTaTHH.

Paca
[py manuenTy oT a3uaTcKu NPOMU3X0Jl € HaOIro1aBaHa IOBUIIIEHA CUCTEMHA EKCTIO3UIHSI, B
CpaBHEHHME C Te€3U OT KaBKa3ka paca (Bx. Touku 4.2, 4.3 u 5.2).

[Iporea3nn nHXMOUTOPHU

[NoBuieHa cucTeMHa €KCIIO3UIUS Ha PO3YBACTaTHH € HA0JIF01aBaHa MPH JIMIA, TPHEeMAaIH
pO3yBacTaTHH €AHOBPEMEHHO C PA3IMYHH MPOTEa3HN HHXUOUTOPH, B KOMOWHAIINS C PUTOHABHUD.
TpsiOBa 1a ce 0OMHCIM KaKTO TOJI3aTa OT JUIMHIOTIOHIKABAHE Uype3 yInoTpeda Ha pO3yBacTaTHH MPU
narreHTy ¢ XMB, nmpueMamy npoTa3Hu HHXHOUTOPH, Taka M MOTEHITHAIA 32 TIOBHIIIEHA
KOHIICHTpAIHs Ha PO3yBaCTaTHH , KOTaTO CE 3all04Ba JICUCHUE U CE MOBUIIIABA J103aTa Ha
pO3yBacTaTHH IPH MAIIEHTH, JIEKYBaHH C IPOTea3HH MHXUONTOPH. EMHOBPEMEHHOTO MPHUITIOKEHHE C
HSKOM MPOTEa3HN MHXUOUTOPHU HE CE MPENophUBa, OCBEH aKo J[03aTa PO3YBaCTaTHUH HE CE aJlanThpa
(Bk. Toukn 4.2 u 4.5).

Hurepcrunuanza 6exonpodna 6osect

CpoO1eHr ca U30JMpaHHy Cllydad Ha HHTePCTULHAIHA OeIoapoOHa 00IecT Mpy IpUEeM Ha HAKOH
CTaTWHU, 0COOEHO MPHY MPOABIDKUTENHO JieueHne (BXK. Touka 4.8). [Ipu3Harure MoraT /1a BKIFOYBAT
JMCIHEs, HEIIPOAYKTHBHA KalUIMLA U BIIOIIABaHe Ha 00IIOTO ChCTOsIHKE (YMOPa, OTCIadBaHe Ha
terno u pedpunurer). [Ipu momo3peHue, e MaueHThT € Pa3BUI HHTEPCTHIHATHA OenogpoOHa
Oosect, JIGYEHHETO ChC CTaTUH TPsiOBa 1a Oblie MPEYCTaHOBEHO.




3axapen auader (Diabetes mellitus)

Hsaxkou JaHHU Npearojarar, 4€ rpyrnara Ha CTaTUHUTC MOBHUIIaBa KPbBHATA 3axap U NP HAKOU
MAIMEHTH C MOBHUIIICH PUCK OT Pa3BUTHETO Ha JHA0ET MOXeE J1a TOBEAAT JI0 HUBO Ha XHUIIEPTITHKEMHUS,
M3UCKBAILO NPEANPUEMAHETO Ha TTOAXOAAIIN MEpKU. To3u pucK, obaue, ce KOMIIEHCHPA OT
HaMaJIIBAHETO Ha CHIOBUS PHCK MPH CTATHHUTE, MOPAIH KOETO He TPsiOBa aa Oblie MPUYHHA 3a
CTIMpaHe Ha JICYEHUETO ChC cTaTuHM. [lanueHTrTe ¢ puck (roko3a Ha riaaaHo 5,6 10 6,9 mmol/L,
BMI>30kg/m?, noBuiIeHN TPUTIIMLIEPUIH, XUIIEPTOHN) TPAOBA 1a OBIAT MPOCIEAIBAHN KAKTO
KIIMHUYHO, TaKa 1 6I/IOXI/IMI/ILIHO ChbIJIaCHO HATMOHAJTHUTE NPEIIOPHKHU.

B mpoyusanero JUPITER, cro0miaBanara o61a yectora Ha 3axapeH auader e ouna 2,8% mpu
po3yBacraTuH u 2,3% npu 1iane0o, MpeIuMHO IIPH MAMEeHTH C IIF0K03a Ha riaaHo 5,6 1o
6,9 mmol/L.

TexKr KOKHY HeXKeJaHW PEaKIIH

[Ipu neuenue ¢ po3yBacTaTrH ce ChOOIIaBa 3a TEXKKH KOKHU HEXXEJIaH! PEaKIuH, BKIIIOYBAIIH
cuaapom Ha Stevens Johnson (SJS) u 1ekapcTBeHa peakuus ¢ €O3MHO(MINSA U CUCTEMHH CUMIITOMU
(DRESS), xouto MOXke Ja ca )KHBOTO3acTpaIllaBally WiH ¢ JeTajieH u3xoa. [Ipu npeanuceaneTo Ha
JIEKapCTBEHUSI MPOAYKT MAalMEHTUTE TPsiOBa 1a ObAaT MHQOPMHUPAHH 32 IPU3HALUTE U CHMITOMHTE
Ha TEXXKH KOKHH PEaKIMH U J1a O'baT HaO0aBaH! C TIOBUIIIEHO BHUMaHKE. AKO CE MOSBAT
MPU3HAIM U CHMITOMH, TIOKa3aTeIHU 32 Ta3W PeakUysl, NpuiiokeHnero Ha Pomasuk TpsioBa HezabaBHO
Jla ce TIPeyCTaHOBH U J1a c€ OOMUCIH aNTepHATUBHO JIEUCHHE.

AKO TIaIMeHTHT € pa3BHII cepuo3Ha peakmus, karo Harpumep SJS mmu DRESS npu yrorpebara na
Pomasuk, nedeHreTo ¢ ToBa JIEKapCTBOTO HE TPsIOBa HUKOTa Jia ce TIOJJHOBSBA MIPH TO3M MallUEHT.

[enuarpuyHa nomyJanus

OrneHsABaHETO Ha JTMHEHHOTO M3pacTBaHe (BUCOYMHA), Teryio, BMI (MHIekc Ha TenecHara Maca), i
BTOPUYHHTE ITOJIOBH O€JIe3H Ha MOJIOBOTO Ch3psBaHE IO cKajara Ha Tanner npu neauaTpuaHu
MAIMEHTH Ha BB3pacT 6 10 17 roIuHK NpueManiu po3yBacTaTuH € OrPaHIYCHO JI0 JBYTOUIICH
nepuof. Crnen 1Be TOAWHM Ha TPETHPaHe 10 BpeMe Ha MPOyYBaHETO, HE € 3a0ernsi3aH HUKAaKbB eeKT
BBPXY pactexa, Teraoro, BMI mnu monoBoTo ch3psiBaHe (BXK. Touka 5.1).

B ximHMYHO npoy4BaHe Ha JeTa ¥ MIIaAeKH prUeMaIly po3yBacTaThH 3a 52 ceMUIIY, TIOBUIIIaBaHEe
Ha CK >10xULN 1 MycKyJIHHATE CUMIITOMH CIIEZ YIIPAXHEHUE WIX TOBUILEHA (U3NUECKA AKTUBHOCT
ca HaOJIFOJITaBaHH TI0-YECTO B CPaBHEHHE C HAOIOAECHHS OT KIMHUYHU MPOYYBaHHS TIPU B3PACTHU
(Bk. TOuka 4.8).

HenoHocHMMOCT KbM JaKTO3a
[NaruenTyr ¢ peku HACICACTBEHH JIE(EKTH KATO HEMOHOCUMOCT KbM TajaKT03a, OOl JIAKTa3eH
JIePUINT WK TIOKO30-TalaKTO3HA ManabcopOIus He TpsiOBa Ja MpueMaT TO3H JIEKAPCTBEH MPOJTYKT.

EQYI 1 IOMOIITHKY BEIICCTBA

ToBa niekapcTBO ChIIbprKa MO-Manko oT 1 mmol Harpwuii (23 mg) 3a TabneTKa, T.€. MPAKTUICCKU HE
ChAbprKa HATPUH.

4.5 B3aumoneiicTBue ¢ Ipyru JieKapcTBEHH MPOAYKTH U APYTrH (OopMH HA B3aUMO/IeiicTBHe
Egexm na eonospemenno npunodicenu 1ekapcmeenu npoOyKmu 6bpxy po3yeacmanmuH.

WNHEXxuOuTOpH HAa TPAHCTIOPTHUTE POTCHHH

PosyBacratuH e cyOcTpaT Ha OonpeaeIeH! TPAaHCIOPTHH POTEHHH, BKIIOYHTEITHO HA TPAHCIIOPTEpa
Ha yepHOApoOHus 3axBar OATP1B1lu ednykce Tpancnoprepa BCRP.EqHoBpeMeHHOTO MPHIOKEHUE
Ha PO3yBaCTaTHH C JICKAPCTBCHHU MPOIYKTH, KOUTO Ca MHXUOUTOPHU HA TE3H MPOTEHHH, MOXKE J1a
JIOBeJIe JI0 TIOBUINIABaHE Ha TIa3MeHAaTa KOHIICHTPAIHsI Ha PO3YBACTATHH M ITOBHIICH PUCK OT
MuonaTus (BX. Touku 4.2, 4.4 4.5 u Tabnuma 1).

HI/IKJ'IOCHOQI/IH



[Ipu chIBTCTBAIIO MPIIIOKEHUE HA PO3YBACTAaTHH U ITUKJIOCTIOpUH, cTroiiHOocTHTEe HAa AUC Ha
po3yBacTaTHH ca OWJM CPeTHO 7 ITBTH MO-BUCOKH OT T€3H, HaOII01aBaH! TPH 31PaBU JOOPOBOIIIH
(Bx. Tabnuua 1). Po3yBacTaTiH € MpOTHUBOIOKA3aH MPH MAIIMEHTH, €THOBPEMEHHO IT0JTy4aBaIld
LIUKJIOCHIOPUH (BXK. TOUKa 4.3).

ChIBTCTBAIIOTO MPUIIOKEHHE HE € MOBJIUSIIO TUIA3MEHUTE KOHLEHTPAIIMH Ha ITUKJIOCTIOPHH.

IIporeasHu MHXUOUTOPHU

Brnpeku, ye TOUMAT MEXaHU3bM Ha B3aMMOJEIHCTBUE HE € U3BECTEH, CAHOBPEMEHHOTO MPHUIIOKECHHUE C
MPOTEa3HU HHXUOUTOPHU MOJKE PSA3KO J1a MOBHILM €KCIO3HIUSITa Ha po3yBacTaTuH (Bx. Tabnuna 1).
Hanpumep eanoBpemMeHHOTO IpuiioxxkeHne Ha 10 Mg po3yBacTaTHH ¥ KOMOMHHUpPaH MIPOAYKT, ChCTOSAII
ce ot Ba nporea3nu naxuoburopa (300 mg arazanasup/100 My puroHaBHp) 1O BpeMe Ha
(hapMaKOKMHETHYHO NPOYYBAHE NP 3APaBU JOOPOBOIILH, CE ACOLUHPA C MPUOIU3UTEIIHO TPUKPATHO
napactBane Ha AUC 1 Cmax Ha posyBacTtatus. EJHOBPEMEHHOTO MPUIIOKEHHUE HA PO3YBACTATHH U
HSIKOM KOMOMHAIIMY OT NPOTE€a3HN HHXUOUTOPH MOKE J]a C€ UMa IIPEIBH] Cliel BHUMATEIHO
NpeLeHsABaHe Ha KOPEKIMUTE Ha 103aTa pO3yBacTaTHH, Bb3 OCHOBA HA OYaKBaHOTO MOBUIICHUE HA
excno3unuATa My (Bx. Toukn 4.2, 4.4 u 4.5 Tabnuna 1).

T'eMbUOPO3HI U IPYIH JIMIHIOTOHWKABAIIN TPOJYKTH

ChIBpTCTBAIIOTO NPUIOKEHUE HA PO3YBACTaTUH U reM(pUOPO3UII € JOBEJIO 10 ABYKPATHO MOBUIIICHUE
Ha Cmax u AUC Ha po3yBactaTuH (BX. Touka 4.4).

BB3 ocHOBa Ha naHHM OT (PapMaKOKUHETUYHU MTPOYYBAHUS 3a CIICHU(DUIHH JIeKaApCTBEHU
B3aMMO/ICHCTBYSI, HE CE OYaKBa B3auMmoelcTeue ¢ heHohuodpar, Ho € Bb3MOXKHA TOsBA HA
(dhapMaKoTUHAMUYHY B3aUMOICHCTBHSI.

I'em¢pubposun, penopudpar, npyru GuoOpaTH U TUMUAONOHIKABAILIUTE 03U (B A03U > MM PaBHU Ha
1 g/neH) Ha HUATMH (HUKOTHHOBA KHCETHWHA) TIOBHUINIABAT PUCKA OT ITOSBATa HA MHOIIATHS MTPH
koMOuHupane ¢ uaxudburopu Ha HMG-COA (XUIpOoKCHMETHII-TIy TapHI-KOCH3UM A) peayKra3ara,
BEPOSATHO MOpaau GakTa, ue Te MOTaT Jia MPEIU3BUKAT NOsSBATa HA MUOTIATHS M IPX MOHOTEPAITHS.
Hozara ot 40 Mg e mpOTHUBOIOKA3aHa MPH CHITBTCTBAILO JiedeHue ¢ pudparu (Bxk. TOUKH 4.3 u 4.4).
[Ipu Te3u marueHTy JSUCHUETO TPSIOBaA /1a 3aIMovYHe ¢ 103a OT 5 M.

Ezerumn®

CoroprerBammara ynotpeda Ha 10 mg posysacrarun u 10 mg ezetumu6 Boau 1o 1,2 xpaTHo
nosumenne Ha AUC Ha po3yBacTaTHH IIpH XHUIepxoyiecTepoieMuuny nanuenTH (Tabnuma 1). Tosa
HE MOJe JIa ce M3KII0YH (hapMaKOIMHAMUYHO B3aUMOJICHCTBIE MEXKIY PO3yBAaCTaTHUH U €3€TUMHO,
KOETO JIa MMa KaTo pe3yJITar HeXKeNlaHHu peakiuu (BK. Touka 4.4).

AnTHanugu
EnHoBpeMeHHOTO NpUIIOKEHUE Ha PO3YBACTAaTHH C aHTUALUIHA CYCIICH3Us, ChAbPIKaIla aTyMUHUEB U

MarHe3ueB XUJAPOKCHU]T € IOBEJIO 10 HaMallsIBaHE Ha TUIa3MeHaTa KOHIICHTpAlKs Ha PO3yBacTaTUHA C
okom0 50%.

To3u edekT e Ou oTCIIa0CH, KOTaTo aHTHAIIMIUTE ca IaBaHu 2 4yaca Clie]] [IpueMa Ha pO3yBacTaTHH.
KauHndHOTO 3HaYeHHE HAa TOBA B3aMMOJEHCTBHE HE € U3CIEABAHO.

Epurpomunmn
CerpreTBaIIaTa ynorpeda Ha po3yBacTaTHH U €PUTPOMUIIMH € oBena A0 HamansaBaHe ¢ 20% na AUC

u ¢ 30% Ha Cpex Ha po3yBacTaTUH. B3auMoaeiicTBUETO MOXKeE J1a € IPEAU3BUKAHO OT NOBUILIECHUS
YpeBEH MOTUJIUTET, BCICACTBUE HA PUEMAHETO Ha EPUTPOMUIIMH.

EusuMu or cucremara Ha nmroxpom P450

Pesyirratu ot in Vitro u in Vivo ipoy4BaHus MoKa3Bar, ue po3yBacTaTHH HE € HUTO HHXHOUTOP, HUTO
HHIYKTOP Ha nuToxpoM P450 uzoensumute. B nmpubaBka po3yBacTaTuH € JoLI cyOCcTpar Ha Te3H
n3oeH3uMu. ClieJoBaTeIHO, HE CE 0YaKBaT JICKAPCTBEHH B3aMMOJICHCTBHUS KaTo pe3yTaT OT
nuToxpom P450-menunpanns metabonusbsM. He ca HaOmo1aBaHy KIIMHUYHO 3HAYUMH
B3aUMOJICHCTBHS MKy po3yBactatut U (iaykona3on (nuxudutop Ha CYP2C9 u CYP3A4) miun
kerokoHazon (naxubutrop Ha CYP2A6 u CYP3A4).

Tukarpenop



Tuxarpenop Moxe Ja nosiuse Ob0peyHaTa eKCKpeLys Ha po3yBacTaTHH, IOBUIIABAWKN PUCKA OT
HaTpyIIBaHE Ha PO3YyBacTAaTHH. BBIpPEKH ue TOUHUAT MEXaHU3bM HE € U3BECTCH, B HAKOH CIIy4au
CBIIBTCTBAIATA YIIOTpeOa Ha TUKATPEJIOp M PO3yBaCTaTHH BOJM JI0 HaMallsiBaHe Ha ObOpedHaTa
¢yskuus, nopuasane Ha HUBoTo Ha CPK u pabnomuonusa.

BzaumoneiicTBrs, KOUTO M3UCKBAT KOPEKIM HA J103aTa po3yBacTaTuH (BxkK. cpiio Tabunna 1):

Koraro e He06X0aMMO pO3yBacTaTHH Jia ce MIpUIara 3aeHo ¢ IPyTH JeKapCTBEHH IPOIYKTH, 3a KOUTO
€ U3BECTHO, Y€ MOBUIIABAT EKCIIO3UIHATA MY, JIO3UTE HA PO3YyBACTATHH TPsiOBa J1a ce KOPUT'HpaT.
3anoyBa ce ¢ 103a 5 MY po3yBacTaTHH BEJHBK JHEBHO, KO OYaKBAaHOTO IOBUIIIECHUE HA
excrozunusita (AUC) e npuOian3uTesIHO IBYKPATHO WIIM MO-TOJsIMO. MakcuMaiHara JHeBHA 71032 Ha
po3yBacTaTHH TpsiOBa 1a ce KOPUTHpa Taka, 4e OYaKBaHaTa EKCIO3MIHS Ha pO3yBacTaTHH Aa HiAMa
BEPOSTHOCT J1a HaBUIIH Ta3u Ha 40 MQ 1HeBHaA 1032 OT pOo3yBacTaTHH, IpHeMaH 0e3
B3aMMOJICHCTBAILH JIEKAPCTBEHHU MPOAYKTH, HampuMep, A03a oT 20 Mg po3yBacTaTHH ¢ reMpHOpO3uII
(1,9-nbTH OBHIIEHHE), U 1032 10 MQ po3yBacTaTHH ¢ KOMOMHAIMs aTa3aHaBup/putoHaBup (3,1-meTu

[TOBHILICHHE).
Ta6auna 1 EdexT Ha efHOBpeMeHHO NMPHJIATAaH JeKAPCTBeH NMPOAYKT BbPXY eKCIHO3HIUATA
Ha po3yBactaTtuH (AUC; B HU3X0sIII pe) OT MyOIMKYBAaHU KIMHUYHHU
NMpPOyYBaHUS
J1030B pekuM Ha B3aUMOJEHCTBAIOTO J030B pe:kuM Ha IIpomsna B AUC Ha
JIEKAPCTBO po3yBacTaTHH po3yBacTaTHH

Hukoctiopun 75 Mg nBa MbTH THEBHO 10 10 mg BenHBK 7,1 npTH 0

200 mg aBa mpTH JHEBHO, 6 Mecena nHeBHO, 10 nHU

Peropadenn6 160 mg, BenHBX THEBHO, 5 mg, enHOKpaTHa 3,8 mpTH 1

14 mun no3a

Atazanasup 300 mg/putonasup 100 mg BeaHbK 10 mg, eaHokpartHa 3,1men T

JTHEBHO, 8 mHU J103a

Benmnaraceup 100 mg BeAHBX THEBHO 10 mg, eqHokpatHa 2,7 mpTH |
J103a

OmMOuTacBup 25 mg/maputanpeBup 5 mg, enHOKpaTHa 2,6 IbTH 1

150 mg/ puronasup 100 mg BegHBX J103a

nHeBHO / naza0bysup 400 mg 2 mbTH

JHEBHO, 14 nmHU

I'pazonpeBup 200 mg/endaceup 50 mg 10 mg, eqHokpatHa 2,3 mpTH |

BEJIHBK JHEBHO, 11 qHu no3a

I'mexanpeBup 400 mg/muOpeHTACBUP 5 mg BeNHBXK THEBHO, 2,2 IbTH 1

120 mg BeHBK JHEBHO, 7 AHU 7 THUA

Jlonmuasup 400 mg/ puronasup 100 mg aBa 20 mg BeaHDBK 2,1 metu T

OBTH OIHEBHO, 17 mHU JIHEBHO, { IHU

Kommunorpen 300 mg HatoBapBaiia /103a, 20 mg, eqHOKpaTHa 2 metu T

nocieaBana oT 75 mg Ha 24 gaca no3a

I'emdubposzun 600 Mg aBa mbTH AHEBHO, 7 JHU 80 mg, emHokpaTHa 1,9 mbtH 0
J103a

Entpom6orar 75 Mg BeqHbX THEBHO, 5 THU 10 mg, eaHokpaTHa 1,6 me T
Jl03a

Hapynasup 600 mg/ puronasup 100 mg aBa nbtu 10 mg BenHBK 1,5 metu T

IHEBHO, / IHU IHEBHO, / IHU

Tunpanasup 500 mg/ puronasup 200 mg BID, 11 10 mg, emHOKpaTHA 1,4 weru T

JTHU Jl03a

Hponenapon 400 mg aBa mbTH JHEBHO He e nannuna 1,4 mbTu 0

Hrpakonazon 200 Mg BeAHBK THEBHO, 5 1HU 10 mg, exHOKpaTHA 1,4 wetu T
J103a

Eserumu6 10 mg Benubx aueBHo, 14 nnu 10 mg, BenubK 1,2 et T

ITHEBHO, 14 nuu
docammpenasup 700 mg/ puronasup 100 mg asa 10 mg, emHOKpaTHA o

II6TH JHEBHO, 8 THKU

J03a




Anernurazap 0,3 mg, 7 qau 40 mg, 7 nHM PN

Cummmapus 140 mg Tpu mbTH JHEBHO, 5 A1HK 10 mg, enqHokpaTHa ©
osa

®enodudpar 67 Mgy Tpu IbTH AHEBHO, / THU 10 mg, 7 na" AN

Pudammun 450 mg Beaubx THEBHO, 7 THU 20 mg, enHOKpaTHA Y
o3a

Ketoxonazon 200 mg aBa mbTH AHEBHO, / THH 80 mg, emHOKpaTHa o
1o3a

®dnykonaszon 200 mg BenHbx AHeBHO, 11 nHU 80 mg, enHokparHa VRN
o3a

Epurpomurina 500 mg uetupy mbTH THEBHO, 7 80 mg, emHOKpaTHA 20% 4

IHUA 103a

Baiikanun 50 mg tpu bTH qHEBHO, 14 nHU 20 mg, enHOKpaTHa 47% 4
o3a

* JlaHHHUTE, TIOCOYCHH KaTO X ITBTH MPOMSIHA, MPECTABSIT MPOCTO CHOTHOIICHUE MEK/LY
€IHOBPEMEHHO TIPUIIOKEHHE 1 TIPUIIOKEHHE Ha PO3YBACTaTHH CAMOCTOSITEHO. JJaHHUTE, TOCOYCHU
kato % npeacTaBsAT NPOLEHTA PA3IMKa, OTHECEH KbM CAMOCTOSTEIHOTO MIPUIOKEHHE Ha
pO3yBacTaTHH.

ToBuIIaBaHeTo € nocoueHo Karo “1”, Ge3 MPOMsHA KaTo “4>”, IOHIKEHHETO KaTo “V”.

** HsxoJKo MpOydBaHuUs 3a B3aUMOJICHCTBUE ca IPOBEACHU® PA3IMYHU JO3UPOBKU PO3YyBAaCTaTHH.
Tabnuuara npeacTaBs Haii-3HAYUMOTO CHOTHOILICHHE.

OD = Bennbx aHeBHO; BID = nBa mbtu queBHO; TID = Tpu mbtH 1HEeBHO; QID = yetnpu
IITH JHEBHO

Edhexkm na pozyeacmamun 6bpxy eOHO8peMeHHO RPpUEMAHU T1EKAPCMEEHI NPOOYKMU

Amnraronucty Ha BUTamuH K

[Mono6no Ha apyru naxudbutopu Ha HMG-CO0A penykTasara, 3ali04BaHeTO Ha JICUEHHUE C
PO3yBacTaTHH WM TUTPUPAHETO HA [103aTa MY MPH MAI[MEHTH, IPUEMAIIId aHTarOHUCTH HA BUTAMHH
K (xaro BapdapuH win Ipyru KyMapHHOBH aHTUKOATYJIAHTH) MOJKE Ja IOBEZIE 10 MOBUIIaBaHe Ha
International Normalised Ratio (INR). [IpexbcBaneTo Ha Je4eHHETO MM HAMaJISIBAHETO Ha J103aTa Ha
THTPUpPAHE C PO3yBacTaTHH MOXe Jaa joBeze 1o HamaneHue Ha INR. I1pu nogoOHu ciydau e
JKenaTenHo MoHuTopupane Ha INR.

HCDODaJ'IHI/I KOHTDaHeHTI/IBI/I/XODMOH33MCCTI/ITGIIH3 TEpalius

CerrpreTBaIIarTa yrnorpeda Ha mepopaiHid KOHTPAIETITHBY € JoBena 1o nosumraBane Ha AUC Ha
CTHHUJIECTPAINOJ U HOPrecTpell, CbOTBETHO ¢ 26% u 34%. Te3u noBUIlICHH [Ia3MEHH HUBA TPIOBa
Jla B3eMar 1ol BHUMaHHe, KOTaToO Ce OIPe/Ielis JO3UPOBKATa Ha MepOpaTHUTE KOHTparenTuBu. Hsama
(hapMaKOKMHETUYHU JIAHHU 32 MallUEHTH, KOUTO MPUEeMaT pO3yBacTaTHH U XOPMOHO3aMECTUTEITHA
Tepamnus. ETo 3a11o B3anMOACHCTBHETO, OIMMCAHO TI0-Tope He MOKe Ja Obae M3KIToUeHO. Brpekn
TOBA Ta3u KOMOMHAIUS € OWia MIUPOKO MpHJIaraHa Mpy XKEeHH M0 BpeMe Ha KIMHUYHYU U3IUTBAHUS U €
TTOHaCsHa 100pe.

Jpyru nekapcTBEHU MPOIYKTH

AI/IFOKCI/IH:

B®3 ocHOBa Ha JAAHHUTC OT KIIMHUYHU MIPOYYBAHUS 34 CHCI_II/I(i)I/I‘{HI/I JICKAPCTBCHU B3aPIMO)IefICTBPISI, HEC
C€ OYaKBa KJIMHUYHO 3HAYHUMO B3aI/IMO)Z[eI>'ICTBPIe C JUI'OKCHH.

@Dy3ua0Ba KUCEIHUHA

He ca mpoBexmanu npoy4yBaHus BBPXY B3aUMOJIEHCTBUETO MEXKIY pO3yBacTaTHH U (y3uI0Ba
KHCENMHA. PUCKBT OT MUOTIATHS, BKIIOUHUTENIHO pabIOMHOIN3a MOKE Ja C€ YBEIUYH NPU
€THOBPEMEHHOTO MpHUIIarane Ha Qpy3uoBa KMceIrHa (CHCTEMHO) M CTaTHHH. MeXaHU3MbBT Ha TOBa
B3auMo/eiicTBUe (OWi Tol GapMakoauHAMHYCH, (apMaKOKUHETUYEH UITH U JIBETE) HE € U3BECTCH
nocera. lMma cpo01menns 3a padaomMuoin3a (BKIIOYUTETHO (haTaiaHa) MPHU HMaIlUeHTH, KOUTO ca
MOJy4YaBajiy Ta3u KOMOWHALINS.
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AKoO cucTeMHO JieueHue ¢ (hy3umoBa KHUCceIrnHa € He0OX0AMMO, JICUEHHUETO ¢ PO3yBacTaTHH TpsOBa 1a
ce MPEeKpaTH, JOKATo MPOABIKABA JIEUCHHUETO ¢ (Hy3uI0Ba KucenrHa. BukTe cbio Touka 4.4.

Ileouampuuna nonynayus
[IpoyuBaHus 3a B3auMo/JIeiiCTBHE ca MPOBEKIAHN caMO MpU Bh3pacTHU. CTeneHTa Ha
B3aMMOJEHUCTBUATA B IEANATPUYHATA MOITyJIallKs HE € U3BECTHA.

4.6 ®epTHIANTET, OPEMEHHOCT U KbpMeHe

Po3syBacTtaTtuH € MpOTHUBOIMOKA3aH 10 BpeMe Ha OPEMEHHOCT U KbpMEHE.

’Kenu ¢ gerepojicH MOTEHITUAN TPIOBa Jia MPHUJIATraT MOAXOASIN KOHTPAICNITHBHI MEPKH.

Tbit KaTO XOJIECTEPOIBT U APYTUTE MPOAYKTH Ha XOJIECTEPOI0BaTa OMOCHHTE3aTa ¢a OT ChIECTBEHO
3HAYCHHE 32 PA3BUTHETO HA IUIOJIA, TTOTCHIIMATHUAT PUCK oT naxudupane Ha HMG-COoA penykrazara
HaJIBMIIIABa IPEAMMCTBATA OT JICUSHUE 110 BpeMe Ha OpeMeHHOCT. [IpoyuBaHusITa IPH KUBOTHH
OCHUTYPSIBAT OrPaHUYEHH JAHHU 32 PENPOTyKTHBHA TOKCHYHOCT (BXK. TOUuKa 5.3). AKO ManueHTka
3abpeMeHee 1Mo BpeMe Ha JICUSHUETO C TOBa JISKapPCTBO, MPUEMBT TPsAOBa J1a ObjIe PEyCTaHOBEH
He3a0aBHO.

Po3yBacraTuH ce eKckpeTupa B MIIIKOTO Ha TUTbXOBe. HsiMa yCTaHOBEHH JTaHHU 3a OT/ICJISTHE B
MJISIKOTO TIpHu Xoparta. (BmxTe Touka 4.3)

4.7 EdexTn BBpXy cnioco6HOCTTa 32 mIO(pupaHe U padoTa ¢ MAaIIMHU

[IpoyuBaHus 3a yCTaHOBSIBAaHE Ha BJIMSTHUETO HAa PO3YBACTAaTHH BBPXY CIIOCOOHOCTTA 32 MIO(pUPAHE U
paboTa c MalllMHK HE ca MPOBEKJaHU. BBIpeKkH ToBa, Bb3 OCHOBA Ha (DapMaKOANHAMUYHUTE MY
CBOWCTBA, € MAJIKO BEPOSATHO PO3YBACTATHH Jia MOBJIMsAE HEOIATOMPUAITHO T€3H CrIOCOOHOCTH. [Tpu
modupane WK padoTa ¢ MaIllMHA TPSAOBA J1a ce UMa IPEIBHI, Y€ IT0 BPpeMe Ha JICUCHUETO MOJXKE Ja ce
IOAABU CBETOBBPTCIK.

4.8 Hexenanu JeKapcTBeHU peaKMu
Hexenanure nexkapcTBEHH peakiy, HAOMIOJaBaH! IPH PO3YBAaCTaTHH OOMKHOBEHO ca JIEKH U
MpexoaHu. B KOHTpoIMpaHu KIMHIYHHU MPOYYBAHUS MO-MaJIKO OT 4% OT ManMeHTUTe, JIEKYBaHH C

PO3yBAaCTATUH Ca NPCKbCHAIHN JICUHCHUCTO MOPAaAr HEXKCIIaHU PCAKIIUU.

TabauyeH COUCHK HA HEXKEITAHUTE PECAKIINHU

[o-mony ca n30poeHr HeXeNlaH! JIEKapCTBEHH PEaKLMH 3a PO3yBacTaTrH, Bb3 OCHOBA HA JaHHU OT
KJIMHUYHU NPOYYBAHMS U PA3LIMPEH IOCTMAPKETUHIOB ONUT. Hexenanure peakuuu ca
KJIacuuIMpanu cboOPa3HO YECTOTaTa U CUCTEMO-OPTaHHUs Kilac.

YecroTaTa Ha HE)KEJIAHUTE PEAKIMH € KJIacu(pHIpaHa choOpa3Ho ClieHaTa KOHBEHIHS:

gectH (>1/100 no <1/10); meuectu (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 no < 1/1 000); muOTO
penku (<1/10 000); ¢ Hem3BecTHA YecTOTa (OT HATMYHHUTE JaHHHM HE MOKe J1a ObJie HalpaBeHa
OIICHKA).

Tabmuma 2 Hexenanure peakuyu, Bb3 OCHOBA HA IaHHU OT KJIMHUYHM OIUT U MOCTMAPKETUHTOBU
[IPOYYBaHUS
Cucremo- YecTr Heuvectn Penxn Mmuoro penkn | C Hem3BecTHa
OpraHHHU 4ecToTa
KJIacoBe
Hapymienus Ha Tpomboruro-
KpBBTa U TIEHUS
nuMQHaTa
cucrema
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Hapymenns na CBpbXuyB-
MMyHHaTa CTBUTEIHOCT,
cucreMa BKJIFOUUTEITHO
aHTHOeNIeEM
Hapymenus na 3axapeH
€HIOKpHHHATA nuabert!
cucreMa
Icnxnynn Henpecus
HapylLIeHus
Hapymenns na I'maBoGomnue; [Tonmunuespo- [epudepna
HEpBHATa 3aMasiHOCT TaTHs; HEBPOMATHSA
cucreMa 3ary0a Ha Hapymenus na
ramerTa CHHS,
BKJIFOUUTEITHO
WHCOMHHUS U
KOIIMapu
Muacrenus
TpaBUC
Hapymenuns na O4Ha MuacTeHus
ouHnTe
Pecniupatophy, Kaummna
TPBAHU U Jucriaes
MeINaCTUHAIHU
HapylLIeHUs
CromanrHo- Koncrunanus ITankpeatut Huapus
YPEBHU I'anene
HapylLIeHUs AOGnomuHanHa
Oonka
XenaroOunuapHu IloBumenu JKeinrenuna
HapylLIeHUs TpaHCaMHUHA3M | XEIAaTUT
Hapymienus Ha Cupbex, Cungpom Ha
KOXKaTa u 00pwuB, Stevens-Johnson
MTOJIKOYKHATa YPTHKapHUs JlexapcTBeHa
ThKaH peaxius ¢
€O3UHOPWIHS U
CUCTEMHHU
CUMIITOMH
(DRESS)
Hapymienus Ha Muanrus MuonaTus ApTtpanrus Hapyenus B
MYCKYJIHO- (BKJIFOYMTEITHO CYXO)KHJIHATA,
CKeleTHaTa MHUO3UT) U MOHSAKOTa
cucTeMa u pabromuonmsa YCIIO)KHEHH C
ChEeIMHUTETHATA pynrypu
TBbKaH Jlymyc- Nmynomenunpa
nogo0eH Ha
CHUHJIPOM HEKpOTH3HpaIa
MHUOTIATHU
PaskbcBane Ha
MYCKYJIUTE
Hapymienus na Xemarypus

OBOpenuTe U
MTUKOYHHUTE
IbTHUIIA
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Hapymenus Ha I'mnexomactus
BB3IPOU3BOJIUTE
JIHaTa CUCTeMa U
rbplara

OO0m Acrenus OTtok
HapyIICHUS U
edekTn Ha
MSICTOTO Ha
MPUIOKCHHE

1 Yecrorara 3aBKCH OT HAIMYMETO WIIH JIMIICATA HA PUCKOBH (pakTopu (KpbBHA 3axap Ha riaaHo >5,6mmol/L,
BMI1>30 kg/m?, noBuIiieHn TPUrIMLIEPHIN, AHAMHE3A 3a XUIIEPTOHHS ).

Kakto npu apyrute naxubutopu Ha HMG-CoA penykraszara, osiBaTta Ha HEKeJIaHH JICKapCTBEHU
pEeaKLMU U3TIeXKa € J10303aBUCUMA.

Edextu BEpXY OBOpermTe

[Ipu manmenTy, JeKyBaHH C pO3yBacTaTHH € Ha00AaBaHa YCTaHOBEHA C TECT-JICHTHIKH
MPOTEUHYPHS, KOATO € C MPEeAUMHO TyOyieH npousxoa. [Ipu < 1% ot nanuenture, npuemamu 10 u
20 mg u npu npubm3uTenHo 3% OT mareHTure, JekyBanu ¢ 40 Mg po3yBacTaTtuH ca HaOII0aBaHU
MIPOMEHH Ha KOJIMYECTBOTO NMPOTEHH B ypUHATA OT OTPHUIIATEIICH PE3YTAT WIH CIEeH, KbM ++.
He3nauntenHo oTKIIOHEHHE B TIOCOKA OT OTPULATENEH Pe3yATaT WM CIEAN KbM + € HaOJIl0JaBaHo
pu 103a ot 20 mg.

B noBedero ciyuan mpoTerHypHATa HaMallsBa WM M34e3Ba CIIOHTaHHO B Mpolieca Ha JedeHnero. OT
Mperjieqa Ha JAaHHUTE NP KIMHUYHATE OMUTH U TIOCT-MapKETHHTOBUTE MPOYYBAHMSA, 10 CEeTa HE €
uaeHTU(UIMpaHa TPUIMHHEA BPb3Ka MKy IPOTSHHYPHUATA U OCTPO WIIA IPOTPECUBHO OBOPEIHO
3a0ossiBaHe.

[Ipu manmenTy, TpeTUpaHu ¢ po3yBacTaTHH, € HAOJI0AaBaHa XeMaTypHs, HO KIIMHUYHHUTE JaHHU
couar, 4e uecToTara i ¢ HUCKa.

Edextu BbpXY CKeleTHATA MYCKYJIATypa

Bb3nelicTBus BEPXY CKeJIeTHaTa MyCKyJaTypa KaTo MUAITHUS, MUOTIATHS (BKJI. MUO3UT) U PSIKO —
pabmxoMuonm3a cbe WK 0e3 ocTpa 0BOpeTHa HETOCTATHYHOCT, ca ChOOIIaBaH! TPH MAIlUCHTH,
JIEKyBaHH C BCUYKH JI03M HA pO3yBACTaTHH, 0COOEHO ¢ m03u Hag 20 mg.

YBenuuenue Ha HuBoTo Ha CK, BeiencTBuie Ha yBeMyaBaHe Ha J103aTa, ¢ HaOJIr01aBaHo MPU MalIbK
Opoil maryenTy, MpueMary po3yBacTaTHH; IIOBEYETO OT CIlydanuTe ca Jiekd, 0e3CHMIITOMHU U
npexoauu. Ako HUBOTO Ha CK ce moBumu (> 5 mbTH Haj ropHaTa peepeHTHA TPaHMIIa), ICUCHUETO
TpsibBa a OB/ MpeycTaHoBeHO (BK. Touka 4.4).

EdexTu BbpXy uepHus 1pod

Kakro mpu apyru naxubutopu Ha HMG-COA penykrasata, yBeJIHdeHUE HA TPAaHCAMHHA3UTE,
CBBP3aHO C JO3UPOBKAaTa € HaOI01aBaHO NIPU MaTbK OpOi MAlMeHTH, TPHEMAIH PO3YBaCTaATHH;
MOBEYETO OT CIIyYauTe ca JIEKU, OE3CUMITOMHH U MPEXOTHH.

[pu ynorpebaTa Ha HSIKOM CTaTHHU ca ChOOIIABAHU CIICAHUTE HEXKEITAHU PEaAKIINU |
e CekcyanHa TUCHYHKITUSL
e IM3omupanu cioydan Ha HHTEPCTHITHAIHA OenoipoOHa 60ecT, 0CO0ECHO MPU MPOIBIDKUTEITHO
nedenue (Bx. Touka 4.4).
CrobmieHaTa gecToTa Ha pabIoMH0IIN3a, CEPUO3HU CHOUTHS, CBBP3aHU C YBpEXKIaHe Ha ObOpedTHaTa
(YHKUUS U CEPHO3HU CHOUTHS, CBBP3aHU C YBpPEXkKAaHe Ha yepHOApoOHaTa QyHKIUS (CHCTOSIIH ce
MIPEeIMMHO B yBEJMYEHU TpaHCAMHMHA3M), € T0-BHCOKa IpHu go3arta ot 40 mg.

IlemaTpuaHa IonyJIanus

[ToBummasane Ha kpearunkuHazara >10XxULN 1 MyCKyJIHU CUMOTOMH CIEH YIIPAXKHEHUS WIH
MOBHIIIEHA (PU3HUUECKA aKTUBHOCT Ca Ha0IOaBaHM MO-YECTO B €IHO 52-CeAMUYHO KIMHUIHO
MpOy4YBaHe Ha JIeTla ¥ MIIaJZIeKH B CpaBHEHHE C Bh3pacTHUTE (BXK. Touka 4.4). B npyru acnekry,
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Mpo(ITBT Ha 6E30MMacCHOCT Ha PO3yBACTATHH € CXOCH MPH Jela U MIIIeKH B CPAaBHEHHE C
BB3PACTHHUTE.

Cro0IiaBaHe Ha MOA03UPAHN HEKETAHU PEaKIMU

Cro01aBaneTo Ha OJI03UPAaHU HEXEIaH! peakluy Clie]l pa3peliaBaHe 3a yrnoTpeda Ha JeKapCcTBEeHHS
MPOAYKT € BaxkHO. ToBa MO3BOJISIBA J]a IPOIBIDKH HAOIOICHUETO HA CHOTHOIIEHUETO TIOJI3a/PHCK 32
JIeKapCTBEHUS NPOoAYyKT. OT MEIUIIMHCKUTE CICIIUAIMCTH CE U3MCKBA Ja ChOOIIaBaT BCAKA
MOJI03UPaHa HEeXeIaHa PeaKIus Ypes:

3nenauTenta arcHuuys 1o JIEKapCTBaTa

yi. ,,Jdamsta ['pye” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpeno3upane

B cnyuaii Ha npeno3upane, cnenududHo eueHue Hama. [Ipu npemo3upane, marueHTHT TPsOBa J1a ce
JICKyBa CHMIITOMATUYHO M Jla C€ 3all0YHAaT MO IbpKAIlld MEPKH, criopes HyxauTe. TpsOBa aa ce
crensaT yepHoapoOHaTa (yHKIMs u HUBaTa Ha CK. Manko BeposiTHO e, xeMoauanusara ia 0p/e OT
noJsa.

5. ®APMAKOJIOTMYHU CBOMCTBA
51 dapMaKoAMHAMUYHH CBOHCTBA

®apmakorepaneBTuyHa rpyna: Maxnouropu Ha HMG-COA penykrazara
ATC xoa: C10A A07

MexaHu3bM Ha JecTBHE

PosyBactatuH € celleKTHBEH U KOHKypeHTeH naxuourop Ha HMG-CO0A peaykraszara, CKOpOCT-
OTpaHNYaBALIUAT CH3UM, KOWTO MPEBPhIIa 3-XUAPOKCH-3-METWITITyTApUII KOGH3UM A B MEBaJIOHAT,
peKypcop Ha xojecrepona. OCHOBHOTO MSCTO Ha JACWCTBUE HAa PO3yBacTaTHHA € YepHHUs ApoO,
NPULETHUAT OPTaH 3a HaMaJIsIBaHE HUBOTO HA XOJIECTEPOIIA.

PozyBacrarun yBenanuaBa Opos Ha yepHoapoOHuTe LDL pernentopu BbpXy KIeThYHATA IOBBPXHOCT,
KaTo 3acuiiBa 3ajaBsiHeTo U katabonmsma Ha LDL n naxubupa yepnonpobnara cuaresa Ha VLDL,
KaTo 10 TO3W HAa4MH HaMmaisiBa oommms 6poi Ha VLDL u LDL gactumm.

dapMmakoauHaMuuHy ehEeKTH

Po3zyBactarun HamassiBa nosuuienus: LDL-xomnectepo, o0mus xonecTepos U TPUTIHLEPUANTE, U
nosumasa HDL-xonecrepona. Toit ceio nonmxasa ApoB, non HDL-xonecrepona, VLDL-
xojiectepoia, VLDL-rpuriuuepuaure u yBeanuaBa ApoA-I (Bx. tadiuma 3). Po3yBacTaTHH ChIIO
noHmwkasa u cboTHOmeHneTo LDL-C/HDL-C, 06 xonecrepon/HDL-C u non HDL-C/HDL-C u
ApoB/ApoA-L

Tadauua 3 OTroBop Ha 103aTa NPH NALMEHTH ¢ MbPBUYHA XunepxoiecTepoemus (tun Ila n
IIb) (kopurupan cpeaeH NpoLEeHT HA MPOMSIHA CIIPSIMO U3XO0HOTO HUBO):

Ho3a N | LDL-C | TC HDL-C TG NonHDL-C | ApoB ApoA-I
Il1ane6o 13 -7 -5 3 -3 -7 -3 0
5mg 17 -45 -33 13 -35 -44 -38 4
10 mg 17 -52 -36 14 -10 -48 -42 4
20 mg 17 -55 -40 8 -23 -51 -46 5
40 mg 18 -63 -46 10 -28 -60 -54 0
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TepamneBTHuHUAT e(peKT ce 3abens3Ba B paMKuTe Ha 1 cemMuIia OT HaganoTo Ha nedenuero u 90% ot
MaKCHMATHHUS OTTOBOP CE€ MOCTUTA JI0 2 CeAMUIM. MaKCUMATHUST OTTOBOP OOMKHOBEHO CE IMOCTUra
KbM 4-Ta CeJIMHILIA H CIIE/I TOBA CE TIOAIbPKA.

Knnanuga edukacHocT 1 0€30aCHOCT

Po3syBacTatun e epeKTUBEH MPU BH3PACTHH, CTPAJAIIH OT XUMIEPXOJIECCTEPOIEMISI ChC WITH Oe3
XUMEPTPUTIIULEPUIEMHUS, HE3AaBUCHMO OT PacoBa IMPUHAIIEKHOCT, MOJI HIIK BB3PacT, KaKTO U IIPHU
CHELMAIHK IPYIM KaTo AUAOCTUIH WM MMAIUCHTH ¢ PaMIIHA XUIIEPXOJIECTEPOICMUSL.

O0600mIeHNTE TaHH! OT KIIMHUIHUTE Mpoy4YBaHus oT ¢aza III mokaspar, ge po3yBacTaTiH €
e(eKTUBEH MPH JICYCHUE HA TOJIsIMa YacT oT naruenTtu ¢ tun lla v [Ib xunepxonecreponemus
(cpemna m3xomHa ctoHOCT Ha LDL-X0mecTepon — oxono 4,8mmol/L), criopen onpeneneHuTe oT
EBpomneiickoro [{pyxecTBo 110 ATepockiieposa npuuentu croiiHoctu (EAS; 1998); okono 80% ot
narreHTuTe Ha 10 Mg ca JoCTUTHAH JKeJTaHUTe CTOMHOCTH Ha xoyiectepon B LDL-xonecrepoi
(< 3 mmol/L), ciopen EAS.

B enHo mamabHo npoyuBaHe ¢ (OpcUpaHO TUTPUPAHE Ha J03aTa, 435 MaIMeHTH C XeTePO3UrOTHA
(hammTHA XHTIEpXOJIecTeposieMus ca ieKyBaHu ¢ 20 mg mo 80 mg. Bcuuku 103upoBKH ITOKa3BaT
MTOJIOKUTEIICH PE3YNITaT BbPXY JIMITUIHUTE TIOKA3aTeNH | JICUYSHHE JI0 MOCTUTane Ha nenra. Cren
JocTHraHe Ha aHeBHa 103a oT 40 mg (12-cemmuuno seuenwne), LDL-C namanssa ¢ 53 %. 33 % ot
nanueHTute qocturat croiHoctute Ha LDL-C copen EAS (< 3 mmol/l).

B enHo otBOpeHO mpoyuBaHe ¢ popcupaHO TUTPUPAHE HA j03aTa MpH 42 manueHTH (BKIL. 8
MeTUaTPUYHK) C XOMO3UTOTHA (DaMUITHA XUIIEPXOJIECTEPOTICMHUS Ca OTUCTCHH PE3yJITATUTE OT
npuemane Ha 20 — 40 mg po3yBacratis. Karo msiio B rpynarta cpeqHOTO noHmwkenue Ha B LDL-
xouectepona e 22%.

[Tpy KTMHUYHY U3MUTBAHUS C OTPaHIYEH OpOil MallMeHTH pOo3yBacTaTHH MOKa3Ba aUTHBHA
e(MKacCHOCT MPH HaMaJsIBAHE HA TPUTIHMLEPUINTE, KOTaTo € MpreMad B KOMOMHAIMA ¢ peHopuodpar u
yBenndyaBaHe Ha HHBoTO Ha HDL-xosectepot, B koMOMHaIMS ¢ HHAIMH (BX. Touka 4.4).

B enHO MHOTOTICHTPOBO, TBOHHOCTIATIO, TIarie00-koHTposupano npoyasane (METEOR), 984
MamnyueHTa Ha Bh3pacT Mexay 45 1 70 roIuHM C HUCHK PHUCK 332 HICXEMUYHA 00JIECT Ha CHPIIETO
(neduuupan karo Framingham puck < 10% 3a 10 roaunm), cbe cpeaen B LDL- xonectepon
4,0mmol/L (154,5 mg/dl), Ho chec CyOKIMHUYHA aTEPOCKIEpO3a, yCTAHOBEHA Upe3 M3MEPBAHE Ha
nebenuHara Ha kKapotuaHata nHTHMa Means (Carotid Intima Media Thickness) ca ounu
pangoMusupanu Ha 40 My po3yBacTaTHH BEAHBK AHEBHO WM IU1anedo 3a 2 ronuau. PozyBactatun
3HAUMTETHO 3a0aBH MporpecusTa 10 MakcuMainHara croitHoct Ha CIMT Ha Bcuuku 12 mecTa Ha
KapOTHIHHUTE apTepHu, B cpaBHeHHE C Mutanedo —0,0145 mm/roguna [95% nosepureneH nHTepBa -
0,0196, -0,0093; p< 0,0001]. [NpoMsiHaTa cripsIMO U3XOTHUTE CTOWHOCTH 3a TpyIaTa Ha po3yBacTaTuH
e -0,0014 mm/roauna (-0,12%/roguna {HecurHupuUKaHTHO}), B CpPaBHEHUE C IpyMnaTa Ha mianedo ¢
nporpecus ot +0,0131 mm/ronuna (1,12%/roguna {p < 0,0001}). He e nemoHcTprpaHa qupeKTHA
B3aMMOBpPB3Ka Mex 1y noHmwkeHnneTo Ha CIMT 1 moHmKeHus pucK OT ChpIEeYHOCHI0BH CHOUTHSI.
[onmynauusta B npoyuBaneto METEOR e ¢ HUCBK pUCK OT HCXeMHYHA OOJIECT Ha ChPLETO U HE €
TIpEeICTaBUTEITHA 3a TapreTHaTa MoIyianus Ha po3yBactatue 40 mg. Jlosuposkara ot 40 mg TpsioBa
Jla ce MpEeKucBa caMo Ha MAIMEHTH C TeXKa XUIEPXO0JIECTEPOIEMHUsl, C BUCOK CHPJIEYHOCHA0B PUCK
(Bx.TOUKA 4.2).

B O6ocHogka 3a [Ipunoxenuero Ha Ctatuau 3a [IspBudna [Ipodnnaktuka: IHTEpBEHIIMOHAITHO
[IpoyuBane 3a Ouenka Ha Po3yBacratun (JUPITER), e u3cnenBan epekTsT Ha po3yBacTaTHH BBPXY
[OsIBaTa Ha rOJIEMHU aTePOCKICPOTHYHH, ChPACUHOCHA0BH HHIMACHTH pH 17 802 mbike (=50
roJiuHu) ¥ xxeHu ( £ 60 roauan).

Pa3znenenu Ha ciay4yaeH MPUHIMI, YYACTHUIINTE B U3CIIEABAHETO pueManu 1uiane6o (n=8901) mmu
po3yBacratuH 1o 20 mg BegHbx Ha AeH (n=8901) B mpoabkeHNe HA 2 TOUHH.

B cpaBHeHue ¢ muranie6o rpymara, mpu rpymnara, mpueMaria po3yBacTaTiuH, KoHIeHTparmsaTa Ha LDL -
xoJecrepoia e Hamansuia ¢ 45% (p<0.001).
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B post-hoc ananms Ha BHCOKO-PHCKOBATA IMOATPYIIA C H3XOAEH PUCK omeHeH mo Framingham >20%
(1558 m3cnenBanm) ce HaOMIOaBa 3HAYMTEITHO HAMAIIIBaHE HA KOMOMHHUpaHaTa KpaifHa 1iel
BKIJTIOYBAIlla CMBPTHH CIIy4au B CICJCTBHE Ha CHPACYHOCHI0BA CMBPT, MHCYIT U HHPAPKT HA
muokapya (p=0.028) npu neueHne ¢ po3yBacTaTHH B CpaBHEHUE C 11ane00. AOCOMIOTHOTO HaMaIeHNe
Ha pucka 3a 1000 nauuenro-rogunau Oenre 8.8. [Ipu Ta3u BUCOKOPUCKOBA rpyma o0IiaTa CMbPTHOCT
ocraBa Henpomenena (p=0,193 B post-hoc ananu3 Ha BHCOKO-pHCKOBaTa MOATPYMa Mpu cyOekTH (001y
opoit 9302) ¢ uzxonen SCORE puck £ 5% (exctpanonupaH, ¢ 11e]1 BKJIIOYBAHE Ha JIMIA Hal 65-
TOJTUIITHA BH3PACT) MMOKa3Ba 3HAYNTEITHO HAMaJsiBaHE Ha KOMOWHMpaHaTa KpaifHa 11eJ BKIIF0YBaIia
CHPIIEYHOCHI0BA CMBPT, HHCYNT U HH(DapKT Ha Muokapaa (p=0,0003) mpu neveHue ¢ po3yBacTaTHH B
cpaBHEHHE ¢ Mane6o. AGCOTIOTHOTO HAMAIsIBaHEe Ha pHCKa 3a YecToTaTa Ha chOuTusaTa € 5,1 3a

1000 maumento-rogunu. [Ipu Ta3u BUCOKOPHUCKOBA IpyMa 001aTa CMbPTHOCT OCTaBa HEMPOMEHEeHa
(p=0,076).

[Ipu nzcnensanero JUPITER 6,6% ot yuacTHuIMTE, TpETHpPAHU C po3yBacTaTuH U 6,2% oT
TpeTUpaHHTE IIIanedo0 ca MPEeKbCHAIN U3CJIEABAHETO, TOPAIM BE3HUKBAHE HA HEXKEJIaH! PEaKIlHuy.
Haii-uecTure cnyyan Ha HEXXENaHU PEAKLUH, IPH KOUTO € IPEKBbCHATO JICUCHUETO ca OMIIN: MUAITHS
(0,3% posysacratuH, 0,2% mmiare60), kopemun 6omku (0,03% posysacrarus, 0,02% mane6o) u
o0pus (0,02% posysacrarus, 0,03% mnane60). Hali-decTute oriakBaHus C 4€CTOTA IMO-BUCOKA HIIH
paBHa Ha Ta3W IpH anedo ca HHPeKIms Ha mukouHuTe meTHma (8,7% posyBacraTtus, 8,6%
ane6o), Hazodapunrurt (7,6% po3ysactatus, 7,2% mane6o), 6onku B repda (7,6% posyBactaTuH,
6.9% nnane6o) u muanrug (7,6% po3sysacraTuH, 6,6% mianebo).

IlenuaTpuyna nonynanys

B enHO ABOHOCTATIO, paHAOMU3NPAHO, MYJITHUIICHTPOBO, TAe00-KOHTPOINPAHO, 12-CeIMUIHO
npoyuBane (n=176, 97 oT MBXKH 110 ¥ 79 OT ’KEeHCKH 110J1), ocienBaHo oT 40-cenmuuno (n=173, 96
OT MBXKKH TT0JI M 77 OT JKEHCKH TI0JT), OTKPHUTO, (pa3a TUTpHUpaHe Ha J03aTa Ha pO3yBacTaTHH,
nauueHTH Ha Be3pacT 10 no 17 rogunu (cragmii [I-IV no Tanep, momuuera oHe 1 roguna cien
HAYaJOTO HAa MEHCTPYyaIuiATa) ¢ paMHuITHa XUTIEPXOJIeCTEPOIEMHUs ca ody4yaBalid po3yBacTartud 5, 10
i 20 mg wiy miane®o JHEBHO 3a 12 ceAMHUIM U clie]] TOBA BCUYKH Ca I0JTy4aBalld pO3yBacTaTHH
nHeBHO 3a 40 cemvunm. B HadanoTo Ha mpoyuBanero npubamsutenHo 30% ot mamupentute 6gxa 10 go
13 roaumrau u npudnusutenHo 17%, 18%, 40% u 25% ca 6wnu B craguu 11, 111, IV u V no Tanep,
CHOTBETHO.

LDL-xonecteponsT e 6m normkeH 38,3%, 44,6% u 50,0% ot po3yBactarun 5, 10 u 20 mg,
CHOTBETHO, B cpaBHeHue ¢ 0,7% 3a mianeoo.

B kpas Ha 40-ceIMHUYHOTO, OTKPUTO, IEISAIIO TUTPYBAHE, MPOYYBaHe, JO3UpaHe A0 MakcumyM 20 mg
BenHBX mHeBHO, 70 ot 173 marmmentn (40,5)% ca nocturaamy menrta 3a LDL-xorecTepos oT mo-Maako
ot 2,8 mmol/l.

Cren 52 cemMuIy Ha U3CIICABAHOTO JICUCHHUE, HE € YCTAHOBEH HUKAKBB e(DEKT BBPXY pacTexa,
tersioro, BMI mnu nosioBoTto ch3psiBane (Bk. Touka 4.4). ToBa npoyuBane (n=176) He ¢ Owmio
MpeIHAa3HAYEHO 32 CPABHSABAHE HA PEJIKH HEXKEJIAHH JICKAPCTBEHH PEaKIINU.

PozyBacrarus e mpoydBaH ChIIO B €AHO 2-TOJUIITHO OTKPHUTO KIIMHIUYHO MPOYYBaHE C TUTPUPAHE Ha
Jo3ara Jo *kejanara npu 198 nena ¢ gpamiiHa XunepxosecTeposieMus Ha Bb3pact 6 1o 17 rogunu (88
momueTa u 110 momudera, cranuii mo Tanep <II-V). HagamaaTta mo3a nmpu BCHYKW TMAITUEHTH € 5 My
po3yBacTaTHH BeAHBXK JHEBHO. [Ipu manuenTuTe Ha BB3pact 6 10 9 ronuuu (n=64) mo3ara Moxe Jia
ce THTpHUpa I0 MaKcHMaHa o3a 10 My BeAHBXK JHEBHO, a TIPH MAIlMeHTH Ha BB3pacT 10 go 17
roquan (n=134) no makcuManHa j103a 20 My BEAHBXK JTHEBHO.

Crnen 24 mecena Ha JedeHHe ¢ po3yBacTaTuH, LS Ha cpexHus nporeHT Ha HamaneHne Ha LDL-C
CIPSIMO M3XOJHATa CTOMHOCT ¢ -43% (u3xoauo HUBO: 236 mg/dl, mecenr 24: 133 mg/dl). 3a Bcsika
BB3pacToBa rpymna, LS Ha cpeauus nponeHnt Ha HaManenue Ha LDL-C cnpsMo u3xoaHata CTOHHOCT
e -43% (u3xomuo HuBO: 234 mg/dl, mecen 24: 124 mg/dl), -45% (u3xoaH0 HEBO: 234 mg/dl,

124 mg/dl), u -35% (u3xomaHo HEUBO: 241 mg/dl, mecer; 24: 153 mg/dl) BbB BB3pacToBUTE TPYNHU 6 10
<10, 10 1o <14 u 14 no <18 cCHLOTBETHO.
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Posysacrarun 5 mg, 10 mg u 20 mg gocTurar ChIio CTaTUCTHYECKU 3HAYMMHU CPEIHH IPOMEHHU
CTIPSIMO M3XOJIHO HUBO 3a CIICHUTE BTOPUYHH MOKA3aTeNy Ha TUMUanTe U tunonporennute: HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ve HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Besika OT Te3u poOMEHH € B MOCOKA Ha MOJT00PEH JIMMHUICH OTIOBOP H CE MOABPIKa B MPOABIKEHUE
Ha 2 TOINHHU.

He ce ycranoBsiBa eekT BbpXy pactexa, Ternoro, UTM unu nonoBoTo ce3psiBaHe cief 24 Mecena Ha
nedeHue (B Touka 4.4).

Po3yBacraTiH e n3cieBaH B ABOHHOCIIATIO, PAHIOMU3UPAHO, MYJITHIEHTPOBO, IITanedo-
KOHTPOJIMPAHO KPBbCTOCAHO MpoyuBaHe ¢ 103a 20 My, BeAHBX AHEBHO cpelly mianedo, mpu 14 neua u
FOHOIITH (Ha BB3pacT oT 6 10 17 TOauHM) ¢ XOMO3UTOTHA (haMIITHA XUTIEPXOJIECTEPOTICMHUS.
[IpoyuBaneTo BKJIIOUBA aKTHBHA 4-CeIMUYHA BbBEXIala (as3a ¢ I1ueTa, o BpeMe Ha KOsITO
MaIMEHTHTE ca JIeKyBaHu ¢ po3dyBactatuH 10 mg, kpecrocaHa (haza, KOSTO ce ChCTOU OT 6-ceMHUYCH
nepuon Ha nedenne 20 My po3yBacTaTuH, MPEIILIECTBAH HIIH CJISIBaH OT 6-CeIMUUCH TIEPHOJT HA
wianebo u 12-cemmuuHa moaabpkama $asa, mo BpeMe Ha KOSITO BCHUYKH MAIIMEHTH ca OMITH JIEKYBaHH
¢ 20 mg po3yBacrartuH. [lanmeHTUTE, KOUTO Ca 3aIIOYHAIH IPOYYBAHETO HA TEPAIHs C €3eTUMHO UITH
adepesa s IpOABIDKABAT 10 BpEME Ha ISUIOTO MPOYyYBaHE.

Ha6umonaBana e cratuctudecku 3Haunma (p=0.005) pexykuus na LDL-C (22,3%, 85,4 mg/dL wu 2,2
mmol/L) cien 6 cemmuunoTO steuenue ¢ 20 Mg posyBacTatuH crpsmo miarebo. HabmonaBana e
CTaTHCTHUECKH 3HaunMa peaykiwst na O6m-C (20,1%, p=0,003), non-HDL-C (22,9%, p=0,003) u
ApoB (17,1%, p=0.024). Pexykuust ce HabmoaaBa oo npu 1G, LDL-C/HDL-C, O6m-C/HDL-C,
non-HDL-C/HDL-C, u ApoB/ApoA-1 ciex 6 cenmuunoTo aeuenne ¢ 20 My po3yBacTaTHH CIIPSIMO
wrane6o. Pexyknmsna va LDL-C cnen 6 cenmuaHOoTO Nedenne ¢ 20 mg po3yBacTaTHH, KOETO €
nocrnenBaio 6 ceqMuUeH nepuo/ Ha mianebo, € Ouia moIppkana noseue ot 12 cemmuriy Ha
MIPOABLKUTEIIHO JICUCHHUE.

Enun marpeHT € uMan ciesaa peaykims Ha LDL-C (8,0%), O6mi-C (6,7%) u non-HDL-C (7,4%),
rocienBamnia 6 ceqMuaHo Jedenre ¢ 40 Mg cien moBUIIaBaHe Ha 03aTa.

Mo BpeMe Ha paszmmMpeHo 0TBOpeHo Jieuenue npu 9 ot te3u nanmentn ¢ 20 Mg posysacratus 10 90
cenmuy peayknusata Ha LDL-C e momnbpixana B pamkure Ha -12,1% o -21,3%.

IMpu 7 manueHTH (J1e1a 1 I0HOIIHN C OTYETEHH pe3yaraTu) (Ha Bb3pact oT 8 10 17 roauHu) ¢
XOMO3UTOTHA (paMUITHA XHUIIEPXO0JIECTEPOJICMHUS PU OTBOPEHOTO MPOYyUYBaHE C (pOpcHpaHO TUTPUPAHE
(. mo-rope), mporuenTHaTa peaykuusa vHa LDL-C (21,0%), O6m-C (19,2%) u non-HDL-C (21,0%) ot
M3XO0JIHATa CTOWHOCT ciief 6-cemmuuHo sedenue ¢ 20 mg po3yBactaTHH € Oujia ChBMECTHMA C Ta3H,
HaOJI0/IaBaHa B CIIOMEHATOTO TPEIU MPOYYBaHEe MPH JIela U FOHOIIU ¢ XOMO3HIOTHA (haMUITHA
XUIEPXOJIECTEPOIIEMHUSL.

EBponeiickara areHuus 1o JiekapcTBaTta 0cBOO0KAaBa OT 3aIbIDKEHUETO 33 PEA0CTaBsIHE Ha
pEe3yATATUTE OT MPOYYBAHUATA C PO3YyBACTATHH MPH BCHYKHU TOATPYIH OT TEUATPUIHATA MOITYJIAIHS
3a JIeYeHUE Ha XOMO3UTOTHA (haMHUITHA XUTIEPXOJIECTEPOICMUs, TEPBUYHO KOMOMHUPaHA (CMeCceHa)
TUCITATTAIEMUS 1 33 PO IITAKTHKA Ha ChPACYHO-CHIOBATE CHOUTHSA (BXK. Touka 4.2 3a mHpOpMAaITis
OTHOCHO yroTpe0a B MeIuaTpusTa).

5.2 PdapMaKOKMHETHYHHU CBOICTBA

AOcopOius
MakcuMaJHH IJIa3MEHU HUBA C€ JOCTUTAT MPHUOIU3UTEIHO 5 Yaca Ciell IepopaHo MpHeMaHe.

AbcomoTHaTa OHOHATMYHOCT € mpubIu3uTenHo 20%.

Pasnpenenenue
PosyBacraTun ce moeMa OCHOBHO OT YEPHHUST P00, KOWTO € OCHOBHOTO MSICTO Ha CHHTE3MpPaHe Ha

xoJjecTepoia U kiupbHC Ha LDL-xonectepona. OGeMbT Ha pa3npeaeieHne Ha po3yBacTaTHH €
npubnusutenHo 134L. PozyBactaTuH € CBBbp3aH ¢ TNIa3MEHHUTE MIPOTEUHH, IPEAUMHO C aJ0yMHH,
npubnusurenso B 90%.
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BuoTpanchopmarms

Metabou3MbT Ha po3yBacTaTuH ¢ orpanndeH (npubnusurento 10%). In vitro npoyuBanus Ha
MeTaboJIM3Ma ¢ M3MOI3BaHe Ha YOBEIIKH XEMaTOUTH MTOKa3BaT, Y€ pO3yBacTaTHH € HETO X OIS
cyOcTpat 3a nuroxpoM P450 obycnosenusat Metadbonu3bm. CYP2C9 e 0OCHOBHUST H30€H3UM, KOUTO
ydacTBa B MeTa0om3Ma Ha po3yBacTatuH, a 2C19, 3A4 u 2D6 ygacTBaT B mo-Mayka CTEIeH.
OcHoBHHTE MeTabonuTH ca N-Ie3MeTHII U JIaKTOH. N-1e3MeTHI € 0koio 50% 1o-Maiko akTHBEH B
CpaBHEHHE C PO3YBaCTaTHH, JIOKATO JJAKTOHA Ce CYHMTA 3a KIMHUYHO HeakTHuBeH. PozyBacTaTna
mpeJcTaBiisiBa mopeue ot 90% oT akTUBHOCTTA Ha IUPKympaius uaxuourop Ha HMG-CoA
peaykrasara.

EnumMunupane
[MpubnuzurenHo 90% ot g03ara po3yBacTaTHH CE SIMMUHUPA KATO HEMPOMEHEHO JICKAPCTBO C

(exanmmuTe (CHCTOAMIO ce OT abcopbupaHo U HeabcopOUPaHO aKTHBHO BEIIECTBO), KaTO OCTaHaJIaTa
4acT ce eKckpeTupa ¢ ypuHata. Oxosno 5% ce eKcKkpeTHpa HenpoOMeHeH B ypuHaTa. [lnasMenusT My
HOJIyKHMBOT € OKoJI0 19 "aca. BpemeTo Ha Moiy’>KuBOT He ce yBeJIuuyaBa Py [10-BUCOKH J03H.
CpenHuAT miasMeH KIMpbBHC € npubausurento 50 mutpa/dac (koeduuenT Ha BapuadmiHocT 21,7%).
Kakro mpu apyru naxuburopu Ha HMG-COA penykrasaTa, 4epHOAPOOHOTO IMOeMaHe Ha
po3yBacTaTHH BKII0OYBa MeMOpanHusT npenocuten OATP-C. To3u npeHocuTen e BakeH 3a
4epHOAPOOHOTO ETMMUHIPAaHE Ha PO3yBacTaTHH.

JIuneitHOCT
CucTteMHaTa eKCIO3HILINs Ha PO3yBACTaTHH CE YBEIMYaBa MPONOPLUUOHATIHO HA IIpUEMaHara 103a.
Hsma npomsiHa BbB (hapMaKOKHMHETUUHUTE MMapaMeTPH P MHOTOKPATHO JIO3UPAHE.

Cneuuajmu 2pynu nayuenmu

Bn3pact v non
Br3pacTTa u mona mpu Be3pacTHU HAMAT KIMHUYHO 3HAYUM e(DeKT BhpXy (apMaKkOKWHETHKATa Ha

posyBactaTuH. Excrio3unusaTa npu ena 1 I0HOIIM C XeTEPO3UTOTHA (PaMUIIHA XUTIEPXO0JIECTEPOIEMHUS
W3TJIeXK/Ia € CXOJIHA WITH TTO-HICKA OT Ta3W MPH BB3PACTHU MAIMEHTH C JUCIUIUAEMUS (BX. TIO-T0ITY
»lleMaTpuiHa MOy aus ).

Paca

dapMakOKMHETHUYHUTE TIPOYYBAHUs MTOKA3BaT MOYTH 2-KpaTHO nosuiiaBaHe Ha cpegHara AUC 1 Crax
MY MAITUSHTUTE OT a3UATCKH MTPOU3XO0T (SIITOHIIM, KATANIY, (DUITHITMHITY, BUETHAMIIH U KOPEHIIN) B
CpaBHEHHE C MPEACTABUTEIINTE Ha OstaTa paca. A3uaTo-WHANAHITUTE MOKa3BaT npubIm3uTeaHo 1,3-
kpatHo nopumaBane Ha cpeHata AUC u Cmax. [lomynanmoHHUAT apMakOKHHETHYEH aHAU3 HEe
MMOKa3Ba KIIMHUYHO 3HAYUMU pa3jinius BbB q)apMaKOKI/IHeTI/IKaTa MCXKAYy I'PYIIUTE OT 6$maTa " 4ycpHa
paca.

brOpeyHa HETOCTATHYHOCT

B xiIMHWYHO Mpoy4YBaHe MU JIMIA C pa3InyHa CTEIICH Ha YBpEXKIaHe Ha ObOpeyHaTa (yHKIHS,
JIEKOTO JI0 YMEpeHO OBOPEYHO YBpEkaaHe He € TIOBJIHSIIO TUIa3MEHHUTE KOHIICHTPAIH Ha
pO3yBacTaTHH WA HA HETOBHsI N-I€3METHI METa0OJIHT.

O6aue nuia ¢ TeXKO yBpexxaane Ha 0s0peunara Gyukiws (CrCl<30 ml/min) ca umanu 3-KpaTHO
YBEJIIMYCHHE Ha IJ1a3MeHaTa KOHIICHTPAIUS B CPABHEHUE ChC 3APaBHU JIOOPOBOJIIIM U 9 IBTH MO-BUCOKA
KOHIIeHTparus Ha N-1e3MeTr MeTaboauTa. PaBHOBeCHHTE TUIa3MEHN KOHIIEHTPAIIUH Ha
pO3yBacTaTHH IMPH MAIMEHTH Ha XeMOIualin3a ca npuoam3uTento 50% mo-BUCOKU B CPaBHEHHE ChC
3/1paBu JOOPOBOJIITH.

UYepHoipoOHA HEAOCTATHYHOCT

B ximHWYHO Mpoy4YBaHe NpH JIMIA C pa3IndHa CTENeH Ha YepHOIPOOHO YBpEXKIaHe HE ca MOTyIeHH
JTAaHHHU 32 TIOBHIIIEHA €KCITO3UITNS Ha PO3yBacTaTHH NpH HanueHTH ¢ ornenka mo Child-Pugh 7 wmu mo-
HHUCKa. Brrpeku ToBa, pu 1BaMa nanueHTH ¢ orieHka rmo Child-Pugh 8 u 9 cucremnara excrniozumus e
Ousia yBenuueHa Hali-MaJiko 2 IIbTH B CPaBHEHUE ¢ JIMIIA ¢ mo-Hucka oreHka o Child-Pugh. Hsama
oruT Tpyu nanueHTH ¢ onenka mo Child-Pugh nan 9.
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I'enernyen nonumophussM

Jucnosunusita Ha 0f HMG-CoA-penykTa3HiTe HHXUOUTOPH, BKIFOYUTEIHO PO3yBaCTaTHH BKITFOUBA
OATP1B1 u BCRP tpancnoprepu. [Ipu nanuenture ¢ SLCO1B1 (OATP1B1) u/unu ABCG2
(BCRP) renernyeH noanmMopdu3bM UMa PUCK OT MOBHIIIEHA €KCIIO3UIHMS Ha PO3YBaCTaTHH.
WNupusunyanen mommmopduzsm Ha SLCO1B1 ¢.521CC u ABCG2 ¢.421AA ce aconmupa ¢ TI0-BUCOKa
excrosuius Ha po3yBactatud (AUC) B cpaBaenne ¢ SLCO1B1 ¢.521TT wim ABCG2 ¢.421CC
resorunosere. Te3u cnennuyHN FeHOTUIIOBE HE Ca YCTAaHOBEHH B KJIMHUYHATA NPAKTHKA, HO IPU
MaIHUEeHTH, 32 KOUTO € U3BECTHO, Y€ UMAT TE€3U THIIOBE MOIMMOP(PU3BM, Ce MPEopbyBa MO-HUCKA 71032

pO3yBacTaTHH.

leamarpuyHa monynanus

JIBe (papMaKOKWHETUYHU MIPOYYBAHUS C pO3yBacTaTHH (TpuiiaraH moj opmara Ha TabJISTKH) MPH
TIeUATPUYHU TIAITUCHTH ¢ (DaMIITHA XHTIEpXoJiecTepoieMust Ha Bb3pact 10 go 17 wm 6 mo 17 roguau
(o610 214 nmanueHTH) NOKa3BaT, Ye eKCIO3UIUATA IIPH MEANATPUYHUTE MAIUSHTH U3TIIeK 1A
CpaBHHUMAa WX ITO-HHUCKA OT Ta3u IIPHU BB3PACTHUTE MALIUCHTH. EKCHOSI/IHI/ISITa Ha po3yBacCTaTHH € oma
MpEeABUANMA 110 OTHOIIEHHUE Ha J03aTa U BPEMETO B IPOIBIDKEHUE HA 2-TOIUIIECH IEPUO/I.

5.3 IIpenxknTuHUYHE JaHHH 32 6€30MACHOCT

[IpeaximmHUYHUTE TAaHHKU HE IOKA3BaT OCOOCH PHCK 3a XOpa, Ha 0a3aTa Ha KOHBEHIIMOHAJIHUTE
(hapMaKoOJIOTHYHU M3MHUTBAHNUS 32 6€30MaCHOCT, TEHOTOKCHYHOCT M KaHIIEPOTE€HEH MOTEHIHAIL.
Criermnduaam TectoBe 3a epexrure Bpxy hERG He ca onensiBann. Hexxenanure peakunu, KOUTO HE
ce HaOJIrOIaBaT MpY KIMHUYHUTE U3MUTBAHMA, HO Ce HaOJII0aBaT NPy KUBOTHH NPU HUBA HA
eKCIIO3UIIYs, IIOA0OHM HAa HUBATa Ha KJIIMHUYHA €KCIO3UIMS ca KakTo ciensa: B mpoyuBanus 3a
TOKCHYHOCT Ha MHOTOKPAaTHHUTE JI031 c€ HaOJII0AaBaT XUCTONATOIOTMYHH TPOMEHH B YepHHS P00,
KOHUTO BEPOSATHO CE ABJKAT HA (PapMaKOJOTMYHOTO ACHCTBUE HA PO3YBACTATUH IPU MHUIIKHU U
IUTBXOBE, KaKTO M JI0 MO-MaJjlka CTeMeH C MOCIEIUIH B HIIbYHHSA MeXyp MpH KydeTa, HO He U IpU
MaiiMmyHu. OcBeH TOBa, IIPH [10-BUCOKH 103U € HaOIr01aBaHa TOKCUYHOCT BbPXY TECTUCHUTE IIPH
MaliMyHU M Ky4eTa. Hanure e penpo yKTHBHAa TOKCUYHOCT IPHU IUIBXOBE, 3a KOATO CE ChIU 110
HaMaJICHUTE pa3MepH U TETJIO Ha KOTHIOTO ¥ [0 HaMaJleHaTa MPEeXHUBIEMOCT Ha TIOTOMCTBOTO. Te3u
pe3yaTaTH ca HabIoAaBaH! [P TOKCHYHH 3a MaiKara 1031 Ha CUCTEMHA €KCIIO3UINS HIKOJIKO MBTH
Ha/I HUBOTO HA TEpaIrleBTUYHA €KCIO3HIINS.

6. DAPMAIIEBTUYHU JAHHHA
6.1 CnucbhLK HA IOMOIIHHUTE BellecTBA

Anpo Ha TabieTkaTa

JlakTo3a MOHOXUIPAT
MuKpOKpHCTaIHA [IeTyI03a

Harpues nurpar

Kpocnosugon

Konounex 6e3B0IeH CUIULINEB JUOKCHT
MarsnesueB creapar

Hoxpurtre Ha Tabnerkara
Xunpomenosa

JlakTo3a MOHOXMApAT
Makporon

Tpuanerun

Turanos auokcun (E 171)

6.2 HecnBMecTHMOCTH

Henpunoxumo.
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6.3 Cpok Ha rogHoct

2 TOAVUHHU

6.4 CrnenuajaHu yCJIOBHS HA ChbXPaHEeHHe

To3u nekapcTBEH MPOAYKT HE M3UCKBA CIICIUATHH YCIOBUS Ha ChbXPaHEHUE.

6.5 JlaHHM 32 OIaKOBKATAa

Al/ OPA/AI/PVC anymuHneBH OHCTEpH.

30, 60, 90 Tabnerku

He Bcrukm omakoBKHM MoraT 1a ObIaT IIyCHATH B TIPaIspKoa.

6.6 ChneuuajaHu nNpeana3Hu MepKH MPH U3XBbPJIsIHE

Hewusnon3sanusr JICKaPCTBCH MPOAYKT WIM OTHNAABYHUTE MaTCpraJik OT HETO Tp$I6Ba Ja C€ U3XBBPJAT

B ChOTBETCTBHE C MECTHUTE N3UCKBAHHS.

7. MHNPUTEXATEJ HA PABPEHIEHUETO 3A YIIOTPEBA

Pharmaceutical Works POLPHARMA S.A.

19 Pelplinska Street

83-200 Starogard Gdanski

[Tonma

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

15 mg: 20200149

30 mg: 20200150

9. JATA HA IbPBO PASPEIIABAHE/ITIOJHOBSIBAHE HA PASPELHLIEHUETO 3A
YIIOTPEBA

JlaTa Ha bpBO pa3pemasane: 17.09.2020

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

24.05.2023
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